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(57) Abstract: Compounds represented by the general for- 
mula (I) or pharmaceutically acceptable salts thereof, which 
have glucokinase activating effect and are useful as diabetes 
remedies: (I) wherein XI is nitrogen, sulfur, oxygen, or the 
like; R l is 6- to 10-membered aryl, 5- to 7-membered het- 
croaryl, or the like; D is oxygen or sulfur; R 2 and R 3 arc each 
independently hydrogen, lower alkyl, or the like; the ring A 
of the general formula (II): (II) is optionally substituted 5- 
to 7-membered heteroaryl or the like; and the ring B of the 
general formula (III): (III) is a mono- orbi-cyclic heteroaryl 
group. 
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5 &m&m 

10 WJft&« 

^;i/3^^--if(GK) (ATP:D-hexose 6-phosp 
hotransferaze, EC2. 7. 1. 1) \* % itlL^©4@ 

o^y^-i?©^©-^ ( ^ + y ^ ^* — if i v) ^*y 

20 — T&£ 0 ^rJ^-ifJ^© 3 0©^\^y ^^"-if (I, I I,. I 
II) tt. lmMKTO^3-XMT*Hffitt»LTb^0 

ftifoilifif fciix^o fi£oT, lE^ik^ (5mM) ^e>, &&ifo.tt±# (1 
0-1 5mM) <D fam&1t\zWJfcLfrrt-?y frn ft Is tcMM 
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arfinkel D ) e> r 3 > tf zl - ^ tr'J >^ 7^f>r 

yVVJ'fjyZ < — & ±)VX (Computer model i 
5 ng identifies glucokinase as g 1 u 
cose sensor of pancreatic beta — c 
e 1 1 s)J> 7* ] )ti> 7 4 s J~*u=J- (Ame r i c 

an Journal Physio 1 ogy),l2 4 7|(3P t 2) 
1 9 8 4^ P527-536). ftifi <D if)VU * i~ - if Ifi^ifT V 

l/fcTD^tt4ft*'b&<5Ett5 (Grupe A) 

15 n^^-if -f > ^-T>x<->^ ^^n-x *^X^yX 
(Transgenic knockouts reveal a c 
ritical requirement for pancreat 
ic beta cell glucokinase in main 
taining glucose homeostasis)], -fe ;K C 

20 el 1 h HI 8 3 1 9 9 5 ^, p 6 9 - 7 8 ) !f )V U * j- - 

(Ferre T)6f, r3l/^J/g> f-f7^f^^ 7)V9- 
*4zsa>X A-f ^J^^t-t' (Correction of 
diabetic alterations by glucokin 
25 ase)j, ^Dy-f^>^X ^ ^ +r* ^-^3^*;i/ 7At5- 
+Kx>WX ^ If 1-1^1- (Proceedin 
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g s of the National Academy of Sc 
iences of the U. S.A.K 19 3i, 1 9 9 
p7225-7230 ) o 3 - * Jg^±#Jc £ o T, fl£Bi^-*M 

5 M^-^««> iDK^OX'J >£#$T3<fc5K&<g>b> IFF 
Bite^£l&r)&^U n-^ViUTl&ltS tHPtt^^mt)MT^ 

m m & ft b tc m % m <d v > v □ - x * * * t, * >- x t & v > t a m & & so £ 

10 IfclTl^, MODY2 (maturity-onset diab 
etes of the young) t fc£ft£^ fcflKJfc 

ionnet N)£1F, ry><fe>X 5a-f'fya> <i > +f 

-Oya'J>-T^>f>f f^7^rX ^'J^X (Non 
sense mutation in the glucokinas 
e gene causes early-onset non-in 
sul in-dependent diabetes mellitu 
20 sh^-T^-v- i?i^T'f^(Nature Genetics), 
^3 5 6t, 1 9 9 2^, p721-722j 0 ?)\,n * -f - if 

te{$,5km&V:%^-f (tfU-i-V- (Glaser B) £>1\ r7 7 5'J 

25 -ffO^ $a-T^>3> (Fami 1 ial 

hyperinsulinism caused by an act 
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ivating glucokinase mutation).!, — a. 
- ^>tf7>Y ^f^> (New England 

Journal Medicine), 13 3 8 #, 1 9.9 p 2 2 

6 - 2 3 0). 

5 £ft£>©£ tftt>>f)\''n*1r-l£\$\l h T* b tf )\s a - z± >v - t 

i i Mffimm&g-v v )vn -v-t>D- - -> A^mmvrcMmm 
mtmtt%7Lt>nz> 0 ¥)i>n*j--vmmtv>}Mizi,mm l ^~$'MM 
©-r >xu yftmfemftmtMm<DmmK>&frKm&&ztmmmviimft 
io mmmxi*%ox. i iiiiiifoMittTtffltt^^n 

jfi¥, M^-^MM^s^-i?^ y Mia©, 4>Tt>#t» 

ttl (Ven t r omed i a 1 hypothalamus, VM 

h) izmmvT&mvT^zctwwzfriz-znrco vmh©$2§ij© 

20 (5-2 OmM) B?lS L Tittft $ ft 5 # 

=i+t5 y^xif)vn -xttmwm-rz tm&wmtfm&znzo vhm 
(D^)un-xmmm^y^^Aiz\,tmu^-^mm<D^ >x u >^s<t 

E , - .mm* * *ffl US £ *P A V H M © n * j- - if g ft it £ ft -5 #3 ft 

25 «jtoL'»*iEaa*©*^:6i", #<©i immmm&mxmmtu^x^ 
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T^$n5<t^%*«£asnTViS (#H¥ 5 - 2 1 3 3 8 2 

[sifiLt3iifiZ>*ton¥ 5 - 2 1 3 3 8 2*f&$|fcE*£n&<t;£«K I 

10 v) v ivmo c = n t7 s. Fm&to&mmmt, 

#38Wfc«£fl:&tt©C = Nfc7$ l*»£fc©ftttWffittt&&!K 

#5e9ifcffi*fl;£tt©JBifc«, *©fc*fLT, 
- 2 1 3 3 8 2 ^temommt, fcWMnfoz&iz&^T 

15 TfBxfc (V) 




(IV) 




(V) 

X&TIBit (v I ) 
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(VI) i-Pr 



T?&2n%><\:&mtfmffi.i*tiT^z> (#$ 2 001-522834^ 
«). 

#31 2001-52283 4 ^&ft fcffitt 3 nfcfc£4& ©fljjfc© 1 
5 OtlT»i^Et$nT*0, #fgBJHC#S<b£tl (I) ©fflj£«>; 

#^2001-52283 4 ^§&$g £1E«$ tlfcft^ft (V) X 

ii (vi) ( i ) t\*. 3t*#»t UTtru s?> 

10 ^I^HT^itS. 

LfrUfctf*e>, (I) «, ti'J 5?>SI©6ttfc«Jft 

l^f LT^§©i:MlT, (V) Xtt (VI) tffafls^ 

S&fc, *5BWK:flk*fc£* (I) tt, t?U 5>>Sit&8ljfc?-<5gSIiC : P 
15 F^^^f ITI^OCMIT, #^2 001-52283 

4#&«fcB«snfcfc£4fc (vi) tf u v>$k*ffitfLtz>&mu 

1 K**nfcffiiSfc7^ h'^^^tLT^ D , #5B§HK:&5 Bit 
fcffi 3 £ 'J y>i^Mt^C = N©^i75 K*S<& 

iCMW&ttliitt, *fSWt«5flS'&'» (I) £#312 0 0 1 - 
20 5 2 2 8 3 4 -Sf&ft (V I ) tT*ttgt£2> 0 

#fgHJM5{fc£tl (I) tPHHfc, t!U 5>>- 2 
V%&*MTZ>fcGmthT\$.. it (VII) 
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T^ns^WM^nx^s (ais&ia 01/81345 *i/i> 

7 1/7 h)o L/^L&#£, fb^tl (VII) £fS«fe£tl£:75 h*^£© 
tilf ICi^^Ufc 1 H- tf ^ >/□ [3, 4-b] tf u> ? >-4--r;i/ 

-&#J (I) <DBm*OC = N t7 $ ) t m&t<Dffi%i&Jt£iiLWMffit\t& 

£e>£, (vi 1) <d try v>#*&3&Rtf 

TK^if ^^LTV^OCMIT, *^BJ^^§^^-fe ( I ) 
zK^H^^ncS/O^'&LTV^^^^ViTt)^^ D , 5£ (VI I) <b 
10 #M«£fb£ti (I) tdilMilTH, 5^l;^§fe0T 

t£oT> #fgfE«;Mb^ ( 1 ) tm^&m 01/81345^ 
yyuy b titcit&m t\$, *##*&t-&s tf u s?>- 2 

§ <b^ti <t § m m. £ § t> <D T & 5 . 
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(1) 5£ (I) 




10 (I) 

15 S10*©7U-^S, 5 ftS 1 0 7 U - )Vm. 8km$k 3 75 

s 7 D7;^;nxiifiir;^;n^si (Ir 1 it 7$; 
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# j^+yjn, y^^^^^^^nji/S, 7;i/^jy-r;us> 7$ 

+ y7;i, xjV77 ; E'f;H, h u 7 )i*u t^^m, AD 
y>M^ + C2-C67JV*/^;H. n 

-C2-C6 7i^;<Jl'7$/l, Cl-C67^Wti, N- 
10 C 1 - C 6 7 )V*)V7,)V7 y=E-i)Vm, N,.N-y-C 1 - C 6 7M 
)V7s)V7 y ^E-f ;i/S> Cl-C67MJ^Jl/7^XjH, C1-C6 

7;i/^;1/x;1/aJn-;i/S^ n - c i - c 6 7Ji/^JVx^*rjV75 ;i, 
c l - c 6 7;i/n^v^;i/^-;v^, n-ci-6 7Ji/*;i/75/l, 

N, N-y-Cl-C67^W7S/l, 6 Till 1 0 *<D 7 »J 
15 R^5^51 0IOATO7 U-^^ftSHJ; DiiiR£n3*£R 
1 ±.\Z 1 X«2fiWbTViT i fockVO> DftOXBS^ib, R 2 R 
3 fct, iWl-Xtt^^oT, 7jc^M^> &WL7 {£^7;i/3^x 
«> Any>IC^£^U 5£ ( I I ) 



(II) 

20 M7;i^^S, M7;U3*:>g, tFP + yl> kFo^y7 

7l©Af07'J -;i/*X«. 651 0MC7U it ( I 
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I I) 




(I") 

io )it> J 7J^ + -»!j^-jHRi;y7;i 

(2) D^s-e*§ifHB (l) !H«cDfl:^«, 

(3) r 2 mr 3 mz&mmTT'&ztbm m x« (2) 
15 •m#fcE*©{bfciiK 

(4) Ai^t, <SiR7;p+;PS, fi»7;m*'>ai, tb'n + j/S, t 

nc^a*, £ e>«f#7;p*;pgTtt$snTv>Tfc£v>) RotAny> 

^sxtttr^yj^ST'^siffia (i) (3) ©^m*Mcfai&© 
its®. 

1 0 
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JI/-4H- [1, 2, 4] h'J7 , ;-;i/-3-^;i/-^Jl/7 7-W - 
N — (^77-^-2-^^) - 2 - tf U i?>%)Vtf*1]r=i H, 
3 - ( 3 -7)V*U- y x.-)V7,)ly 7 -)l>) - 6 - (4 H - [ 1 , 2, 
4] h'J7^/-JV-3-'fJl'-7^7 7-» - N — (?7V-;U-2 
5 - 2 - tf U ^>#;i^*U-S H; 

3 - ( 2 , 4 -i?y)V3rU -7 x.~)VX)V7 7-)V) - 6 - ( 4 H - [ 1 , 
2, 4] h'J7y-;i/-3-^Jl/-7Jl/7 7-;P) -N- &7 S /—)V 
-2--r;u) -2-KUS?>*;PaH*U-5 H» 

3- (4-7jWa-7i-Jl/XJI/77^) -6- (5-^^;i/~4 
10 H- [1, 2, 4] bV7V-)V-$-'()V-Z)V7 7~)l) - N- (5P 

7*S-)V- 2-4)V) - 2 - try its b\ 

3- (4-'>7;-7i-JPXJP77-JP) -6- (4H- [1, 2, 

4] hU7y-jv-3-^;i/-7>;i/7r-;i/) -n- (^7^-;u-2 
15 3- (tf u y>- 4 -<;i/-x;i^7 -6- uh- [i, 2, 

4] h'J77-^-3--fJl/-X^7 7-il/) - N — (^7 s /-;l/-2 

3 - (4-7JVtD-7i-JMJl/77^) - 6 - ( 4 H - [ 1 , 2, 
4] h U 7 V-JV- 3 --f 7-)V) -N- (f7VD [5, 

20 4 -b] tf U S>>- 2 --f - 2 - tf U ^>#>M*tt5 H, 

3 - (4 - * h^y-7i-iMJl^77->) - 6 - (4 H - [ 1 , 2, 
4] h'J7y-^-3--fJk-7>Jl,77-Jl') -N- (4-;*h*~>* 

f^-f7y-^- 2 - 2 - tf u > ? >*;i/^^^s h\ 

3 - (4 -7^^)1-7 x.-)l>7s)V7 7-)l) - 6 - (4 H - [ 1 , 2, 
25 4] h'J77-^-3-^;i'-7>JV7 7-Jl') — N — (^77-^-2 
)l) - 2 - IfU v>^;U^^1J-5 H, 
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3 - (ft7x>- 2 -4 )V-Z)17 7 -)V) - 6 - (4 H- [ 1 , 2, 

4] h u 7 3 -<;i/-x;i/7 7-;u) -n- (5P7v*-;i/-2 

-i^u) - 2 - tf u v>#;i/^+J-i$ b\ 

3 - (4-;* h + ->^5 : iV-7x-JM;i/77-^)- 6 - (4H-[ 1, 
5 2, 4] hU7 l /-Jl/-3--<;i/-X^77-Jl/) — N— (3-7V-)V- 

2- <;i/) - 2 - tru > ? >*;u^++>-5 h\ 

3- (4-7;UD-7i-JM*7r-JI') -6- (5-^^;p-4 
H — [ 1 , 2 , 4 ] h UTy-JP- 3 -^JP-7^77^) - N- 
77*0 [5, 4-b] tr u V>- 2 --r;u) - 2 - tf U 5>>#;i/#*1r 

10 5 h% 

3- (4-^fJP-7i^X^7)'-;|/) -6- (4H- [1, 2, 

4] h , J7 , /-jP-3-'f;i/-x;i/7 7-;i/) -n- (4-* 
^jv-^tv-jv- 2 --r ;io - 2 - tr ij v>*uu#*+>-=- h\ 

3- (4-^00-71-^X^7 7-^) -6- (4H- [1, 2, 
15 4] h U 7 s /-;i/- 3 -<t)l-X)V7 7-)V) — N — (4-^h^^>^ 

^^-^7 N /-;w- 2 ->r;i/) - 2 - try v>#;i/^*+j-s k> 

3 - ( 4 -7;i/tD-7i-;i/X^7 7-Jl/) - 6 - ( 3 H - [ 1 , 2, 
3] h'J77-Jl/-4--fJV-7,;|/77-il') -N- (^7y-;t/-2 

- 2 - try s?>#;i/#*irs h\ 

20 3 - (4 -/fHJ^^-7HM^77rjW -6- (4H- 

Ci, 2, 4] h vtv-)V- 3 --r;i/-x;i/7 7-;p) -n- (^7 
2 ->f ;u) - 2 - try 5?>j&;p#*tf5 b\ 

3 - (4 - * h + y-7x-;i/XJl/7 7-JU) - 6 - (4 H- [ 1 , 2, 

4] h y 7y*-;w- 3 ;i/-7.;P7 7-;u) -n - (5-th* o^e> 
25 ^f^-?7 , ;-;H2-fW - 2 - try >*>*;uzi*^-y-5 h\ 

3- (4 -7;W^P-7x-;i/7s;i/7 7-;i/) -6- 
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?JH4H- [1, 2, 4] h 'J 3 -4)V-7s)V7 7~)V) 

- n — (5=-7i/-;i/- 2 --r;io - 2 - tf u v>#;i/#*+rs b\ 

3- (6 t!U v>- 3 -*i)l-Z)V7 7-)V) -6- (4H 

- [i, 2, 4] h u 3 --r;u-x;u7 7^;i/) -n- 
5 77-;u- 2 --r ;w - 2 - t?.y.>>>;*j;i/ h\ 

3- (4-y^fJWJl//t ; E^-7x-Jl'XJl/7 7-^) - 6- (4 
H- [1, 2, 4] h U 7V-)V- 3 -^;p-x;w7 7-;w) — N — {J- 
7V~)V- 2--i )V) — 2 — hf U -7>#;i/#*1r =• b\ 
3- (4 - h U 7Jl/tD/fJl/-7irjl/XJl/7 -6- (4H 

10 - [1, 2, 4] h V7V-)l- 3 - )l-Z)ly 7=-)V) — N — (5 1 
7 7-^- 2 - - 2 -tf U^>*^^^it5 h\ 

3- (4-/f;|/iJJl / /\ ,; E'f^-7x-jl'X;i/7 7-JP) - 6- (4H 

- [1, 2, 4] h'J77-;i/-3--fJk-X^77-M — N — (5P 

7 7-;p- 2 - 2 - tru v>#;i/^*-t?-$ b\ 

15 3- (tHD + yIfJ^^y-7iZJPX^77-il') -6- (4H 

- [i, 2, 4] b u 77-^- 3 --r ;i/-x;U7 7~;i/) -n- {j- 

7V~-)V- 2-^ )l) - 2 - tfU v>#;l^*+l-5 b\ 

3 - (4 - ^ h + y-7irjkXJl/7 7^il/) - 6 - ( 4 H - [ 1 , 2, 

4] b u 7V-)V- 3 --r;i/-x;P7 7~;i/) -n- (5-^3^7 
20 5;^fjHf7 , ;-;i/-2-<w - 2 - tr u v>#;v#*-tf-5 b\ 

3- (4-y^f^7$yi^t*y-7irjM^77-M -6 

- (4H- [1, 2, 4] hV7V-)V- 3 )1-7.)17 7-)l) - 

n — (^77-;i/- 2 --r;i/) - 2 - tf u v>#;i<#*i*-$ b\ 

3- (4 - 1 H □^5/x^;u-7x-;i/x;P7 7-^) -6- (4H- 

25 [1, 2, 4] b U 7 7-Jl^- 3 -4 )1-7>)17 7-)V) — N — (5P7 

7-^- 2 - — 2 — tf u -7>*;i/^^-y-5 b\ 
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(5) x 1 nfis gin?, «tn?> mmm^. -ch 2 -n-c 

H 2 -S-CH 2 -> -0-CH 2 - , - C H 2 - N - C H 2 
-O-Rtf- CH 2 - S -3&>&fc£#«fc t>8ftSn*STS&<5«rE( 1 ) 

755 (4) ®rna>fcE«©{fc-&4iK 

5 (6) BI^, ^™t5C = N®g$M : f$ii0A7Dj|ft 

»^L&9Xttl O10^O7'J -;PS-e*5^fB (1) 755 (5) 

10 (7)R J fr\ 6 755 1 0 MOT U -;PS, 5 7551 0 1©atO7'J 
-^SXfcftS&JS: 3 755 7 <Dis>7U7)),*)l,mr$>Z>tftm( 1 )755( 6 ) 

(8) R 1 ^, 6 755 1 0M©7 U 5 755 1 0|C9AfD7 
U -^«T$>§ifsB ( 1 ) 755 (6) ©Vi-rn^tlH^Ofb^tl, 
15 (9) R 1 ^ 6 755 1 0MO7U - & £«) ( 1) 755 (6) 

(10) R 1 ifi* 5 755 1 0«O^fn7U - 7l^2T & £ HillS (1) 75 

5 (6) o^-rn^^ia«!co{t^ti» 
(id AmvmwL&w, 7kmm?. &m7)i>*)im, &wt)vu*>< 

20 t H n ^ y 1 X (i t K □ + y it 7 Jl/ + ;H ( k F □ + -> (Si 7 Jl' 

^7l/»0h K o*y^*©7Ki!tliC^\ fii7 71/ + ;USTMfC 
tiTV>Tt>£lO Tr.£<5j!ulE (9) Xtt (1 0) tfBic 
(12) Bmifi, ^7\/U;i/S, -f5^7'J;H, 'fVf 7!/U 7PS, 

25 s. tT7^-;H£> trusts* ^j^$?-jh, tr^u;^, tru 
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(9) 7iM (11) ©V>TftA>fcBBft©fls<&*K 

(13) Bt©IIl^, 7K^M^, teWL7)V*)V&, Any>Sf, 

IB (1) 75M (10) (D^rn^lCfEfctfMb&tK 
5 (14) R 1 ©ftsiiS^t, Amm?, tKD*j/7Wi, <£ 
i7J^;n, fii7^3 + i/i, fcjwtt'f 7;w*^#;w\* ; & 

ADy>Bf, C2-C67J^;-fJH, N- C 2 - C 6 7)V% J -f 
;P75 7S» C 1 - C 6 7)V*)VX)l&-)im. C I - C 67)l*)l7 

io 5yixtt75;7j^Mt*^r£ O) 75s (12) ©v*rn#> 



(15) KfKSC ( I ) 




(I) 

15 3 - (4 h^'>-7xnjWX;U7 7=;i0 - 6- ( 4 H - [1, 2, 

4] h y 7i/-;p- 3 --r;» -n- (5P7*/-;p- 2 --f ju) - 2- 
try ^>#;i/tf h\ 

3- (4-7Jl/tD-7irj^;P77-;l') -6- ( 4 - / 4 

h- [1. 2, 4] h y rv-fr- 3 --r;u-^;i/7 7-;u) -n- (4 
20 - tf-jv-z-rv—jv- 2-4 )V) - 2 - try 5?>*;psj5*^-$ f» 

3 - (4 - 7JVtn-7i-;l/X^7 7-;U) - 6- (4H - [1, 2, 
4] h y 7l/-;U- 3 --i )V-7,)V7 7~)V) — N — (4-^?^-^ 
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77-^- 2 -^)V) - 2 - tf U zS>i))l-$*D-$ b\ 

3- (4-7JWa-7i-J^Jl/77-^) -6- (l-^?;U--f 

5^ , ;-;i/-2--fji/-xjy7 7^^) -n- (4 - ^9^-97 v~ 
;u-2--r;w) - 2 - try v>>;*j;i,#*i}-s f, 

5 3- (4-7)ltU-7x.-)l>X)l77~)l) -6- (l-^^^-l 
H-x h^ N /-;i/~ 5 ~-()V-X)V7 7~)\s) - N — U-^x^-x 
7 7-J1/- 2 --r;u) - 2 - tf U z?>yj)l#*1f$ H , 
3- n^\^v;U7>;V7 7-^) -6- (4H- [1, 2, 4] h 

U 7 7-;P- 3 - ;p - 7. ;U ^ y — N — (4 -^^Jlz-^T^- 

io ;i^-2-^;p) - 2 - tf u v>-}j)Vi£**}r* h\ 

3- (4-7Wo-7i-J^^77-JH -6- (4H- [1, 2, 
4] h l J7 1 /-^-3-^;V-7>^7 7-^) — N — (^77-^-2 
--OP) - 2 - tf U v>#^#*+l-$ h\ 

3- (x77-;!/- 2 --f 7-)V) -6- (4H- [1, 2, 

15 4] - h U 7V-)V- 3 — N — (4-/^-f77-Jl/-2 

- 2 - tf U > ? >*;i/^^1f^ K, 
3 - (2 -7WD-7iZJl/X^77^) - 6- (4H- [1, 2, 
4] -bU77-;i/-3-<^-X;i/7 7^) — N — (f7 7-^- 

2- -r;io - 2 - tfu v>*;u^^it5 h\ 

20 3 -7iZ^XJP77-Jl/-6 - (4H- [1, 2, 4] - h U 7 Y~ 
Jl'-3-^Jl/-XJl/77-Jl') — N — (x7v-;i/- 2 --r -2- 
tf u ^>*;i/^^-b-5 h\ 

3- (4 - 7Jl/^P-7xr;i/t+y) -6- (4H- [1, 2, 4] 
h'J77-JP-3-f^-X^77-il') -N- (^77-^-2-^ 

25 ;io - 2 - eu > ? >*;i/^^-y-5 h\ 

3- (4-^h + >'-7x-JM5 : JVXJl/77-Jl') -6- (4-^9- 
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3- (4-^fJl/X^77 ; e^^-7x^XJl/77-^) -6- (4 
H- [1, 2, 4] h U 7V—)V- 3 --f )V-7,)Vyr-)V) — N— (5 1 

7V-)V- 2 --r;i/) - 2 - tf u 5>>:&;p b\ 

3- (4-y/?J^^\ ,; E^K7iIJUf77^) -6 - (4 
5 H- [1, 2, 4] hU7!/--)l'-3-'f^-X;i/7 7-;i/) — N — U 

y^u-.v*-^- 3 - 2 - tf u $>>#;!/#*if^ h\ 

3- ( 4 - t H D ^ y - y 7 □ A + i/ Jl^X ^7 7 - JP) -6- (4H- 
[1. 2, 4] h'J77-;i/-3--f;P-7vJl'7 7-JH -N- (^7 

y-;i/-2--r;p) - 2 - tf u ^>#;p#*ir5 h\ 

10 3 - (4-7JPtP-7i-;M;i/77^) - 6- (4H - [1, 2, 
4] hU7 , /-;i/-3--f^-7Jl'7 7-JP) -N- (t?U^>?>-3 

3- (tf ?v>- 2 --f;i/-7.;U7 -6- uh- [i, 2, 

4] h U 7'/-^- 3 -f^-XJP77^Jl') -N- (?7y-;V-2 

15 --ow - 2 - tf u s>>#;p#*-tf-== h\ 

3- ( 6 -*?-)V- tfU v>- 3 --f;U-X;|/7 7-W -6- (4H 

- [1, 2, 4] h U 7»/-;U- 3 -<1 )V-7s)V7 7 -N- ( tf 

^v>-2--r;p) - 2 - eu ;i/^*ti-a h\ 

3- (6-^5 1 ;w-t!u^>-3--r;i'-x;i/7T-;i/) -6- (4H 

20 - [1, 2, 4] h'J7y-Jl/-3-^;V-XJ|/7 7^;i/) -N- (4 

-^^-?7y-^- 2 jio - 2 - tf u v>#;i^*u-=: b\ 

3 - [4 - ( 1 - h Hn + yifjl,-7x-J|/XJl'7 7^)] - 6 - (4 
H- [1, 2, 4] h U 7>J-)V- 3 ~-i)V-X)Uy 7~)\s) -N- 

7i/-;i/- 2 - 2 - tf u h\ 

25 3 - (6 -p^^-tf U5>>- 3 -<^-XJV7 7-;P) -6- (4H 

- [1, 2, 4] h u 7v/-;p- 3 -n- (2 
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3- (4-^^fJl/*JVAt'fjl/-7i-JkXJI/77-Jl') - 6- (4 
H- [1, 2, 4] h'J7^-^-3-^J|,-X;P7 7^) -N- (2 

-^^-^7y-jv-4-fM - 2 - try b\ 

5 3 - (6 tf'J 5*>- 3 -'fJlz-XJl'7 7-Jl') -6- (4H 

- [1, 2, 4] h'J7y-JI^-3-fJl,-XjV77-^) — N — (4 

h^ry^f^-f77-^- 2 - 2 - if y > ? >;^J;^#*1}- 

3- (l-^^-lH-7b7 , /-Jl'-5-<JP-X;i/77^) - 
10 6- (4H- [1, 2, 4] bV7V-)V~3-'()l-7>)V7T~)V) 
-N- (^7 7-^-2-fjl/) -2-(fiJ^>*J^^ij-U\ 
3 - (4- h h'D + ylf M^i/-7xZJU^7 7 - 6 - (4 
H- [1, 2, 4] hU7y-JP-3-^f^-X^7 7^^) — N — 

y^-iJ-y-;!/- 3 ->f -2 - tf'J v>#;i^*ir5 h\ 

15 3- (4--7/fJl/75;i^t^'>-7i^JV7ik7 7^^) -6 

- (4H- [1, 2, 4] h u jv-fr- 3 --r;v-x;i/7 - 
n - w y *u-y-;w- 3 -<i)V) - 2 - tf' j v>7j;i/#*ir$ b\ 

3- (4-7Jl/tn-7xrj|/7^77-Jl/) - 6- 7x; + y-N- 

(4-^5 1 ;i/-5 L 7v'-;i/- 2 --f 2 - try v>>#;i^*ir5 

20 3 - ( 2 - £ □ n - 7xZJMfJl'-7 5 J ) -6- (4-*^;W-4 

h- [ 1 , 2 , 4] h u 7V-;u- 3 --r;p-x;u7 -n- (4 
-/^v-^y-;!/- 2 --r;p) - 2 - tf y >?>^;w^^+f-5 b\ 
3, 6-tfx- (tf u >>>- 2 --r ;u-^;i/7 -n- u-* 

^v-f7 s /-^ - 2 --r;i/) - 2 - try > ? >^^#^it5 h\ 

25 3, 6 -tfX- (4-7MD-7irjV7^77-Jl/) — N — (4- 

^fjv-f7y-ji/ - 2 - 2 - try v>^^^^it5 b\ 
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3, 6-tf*- &7V-)V- 2 --OV-7s)V7 7-)V) — N — (^7 
3, 6-h*X- [1. 3, 4] f7^7y-Jl/-2-^f 

;i/-x;i/7 7-;p) -n- &7V-)V- 2-4 )V) -2-true?>* 

3 - (4 h^v- 7xn;|/XJl/7 7-)V) - 6 - ( 4 H- [ 1 , 2, 
4] h U 7V-)\>- 3 -<;i/-X;P7 7-Jl') — N — ( 5 - * 

7»/-;p- 2 --r ;u) - 2 - tru 5 h , 

3 - (4 h^rv-7x-;i/X;i/7 7-^) - 6- (4H- [1, 2, 

10 4] h u 7 % /-;w- 3 j~)V) - n - uv+*i/-;v 
-3--f;p) - 2 -ey s?>#;i/#*u-$ 

3 --r ;i/-x;i/7 t^ju) - n - ([1, 3, 4] 77i?7V—)V- 
2--r;i/) - 2 - tf u s^a^tf+tfs h\ 

3 - ( 4 -j* h^->-7i"Jl/XJl/7 7rW - 6 - (4 H- [ 1 , 2, 

15. 4] h u 7^J-)V- 3 ->f ;i^-x;W7 7-;u) -n- ([i, 2, 43 - 

fJyjy-Jl/- 5 --f - 2 - try h\ 

3 - (4 h^y-7i-Jl/XJl^77^) - 6 - ( 4 H- [ 1 , 2, 

4] h.u 7 % /-;p- 3 ;p-x;P7 7-;u) -n- (4-^^;w*;w 

tJ5-;1/ -?7\f-)V- 2-4JV) - 2 - tf U ^>#;U#*1r 5 H , 
20 3 - (4 h*i/-7 x.~)lX)ly 7—)\>) - 6 - (4 H- [ 1 , 2, 
4] h'J7 > ;-^-3--f^-7^77-^) — N — (tTU55?>-4 

--ov) - 2 - tru > 5 >*;i/^4 i ir$ h\ 

3 - (4-^ h^y-7iZJW^77^iP) - 6 - ( 4 H - [ 1 , 2, 

4] h'J77-;H3-f;i/-x;i/7 7->ii') -n- (tfys?>-2- 

25 -f - 2 - tf >J b\ 

3 - (4 - * h^y-7i-JMJ1^77^il/) - 6 - (4 H - [ 1 , 2, 
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4] h U 7\T-)V- 3 -<DV-X)V7 7 — N — (5-Ih^->A 

;p#~;u-5P7 v*-;u- 2 --r ;io - 2 - tf u s?>*;u#^-u-5 b\ 
3- (tru v>- 3 -<;i/-x;i/7 7 -6- uh- [i, 2, 

4] h U 7*J-)V- 3 -<;i/-7.;i/7 r-)V) - N — (r7V-^-2 

5 --oio -. 2 — tf u 

3 - (4 hty-7i-H^7 7-^) - 6 - (4 H- [ 1 , 2, 

4 ] 

3- ( 6 h + tP J 5>>- 3 -6- (4 

H- [1, 2, 4] h'J7^-;V-3--f^-7vJl/7 7-;V) — N — (5P 
10 7 2 - 2 - M U v>^jJl,^^U-5 h\ 

3- (kfU $?>- 3 -< )V-7,)V7 7~)V) -6- (4H- [1, 2, 

4] h u 7 3 --r;i/-x;P7 -n- (4-^h^v^ 
^-^tv-^- 2 - 2 - try 5>>#;u#*ir* h\ 

3 - 7i"^t+y/^- 6 - (4-/f^-4H- [1, 2, 4] 

15 h U77-;i/- 3 -^f;i/-x^77-;i') -n- (fTy-ji/- 2-010 

- 2 - tf U i?>7j;i/tf *+J-i= b\ 

3-7i-HJl/77-JMf^-6-(4-/fJl,-4H-[l > 2, 
4] h V 7V-JV- 3 )V- 7 -N- (^7^-^-2 

20 3 -7i-iV/f^-6- (4H- [1, 2, 4] h U 7)/—)V— 3 - 
-f^-7^77-^) — N — (?7y-^-2-fJH -2-tTUv> 

3- (4-7^tO-7i-JMff) -6- (4H- [1, 2, 4] 
h U 7V->- 3 -<;V-^Jl/7 7-Jl') -N- (^7l/-;i^- 2 

25 ;i/ ) - 2 - tf i/t^b ^ a|?3fc# 5- H v. 

3- (4-y^fJl/75;xfJ[/-7i - 7 7 - - 6 - (4 
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H- [1, 2, 4] hiJ7^-JV-3-^;i/^jl/7 7^) -N- 

7V-)l- 2 -4 )V) - 2 - tf U v>#;i/#*1t5 b\ 

3- (4-y/f^7$//fJH7x-Jl/^Jl/7 7-JV) -6- (4 

h- [i, 2, 4] h"j7 t /-;i/-3-^;i/x;i'7 7^v) -n- 
5 7y-;v-2-^ji/) - 2 - if u v>#;^*+i-s h\ 

3 - (4 h^->-7i^7^77-jH - 6 - ( 4 H- [ 1 , 2, 

4] h'J7 4 /-^-3-^f;i'X;V7 7-;i') -n- (^7 % /-;i/- 4 - 
io -6 - (4H- [i, 2, 4] K u 77-;i/- 3 --r;vx;P7 T-;l/) 

— N — (5^7 2 --<;!/) - 2 -t! l Jy>^;|/^^ij"5 Fx 
3- (4-* h^->-7i^7^77-W - 6- (4H- [1, 2, 
4] V^7"/~)V- Z )V7.)Vy 7 -N- (4-hh'D + yl 

f^-f7 i ;-ji/- 2 ;io - 2 - tf u v>#;i/#*ir5 h\ 

15 3- (6-^5 1 ;U-t!U^>-3--r;UX;i/7T-;i') - 6- (5-fc 
HD + 5/-4H- [1, 2, 4] h U 7V-)V- 3 -*f ;PXJP7 T-JIO 

— n — (5F7>/-;i/- 2 --r;i/) - 2 - try v>#;p#*+f-$ h\ 

3- (6-/h^y*;«-;v-t:ijy>-3-'f;M^77-;i/) - 

6 - (4H- [1, 2, 4] h U 7V-)V- 3 --f ;P*;P7 - 
20 N- &TV-)V- 2 ~^)V) - 2 - tf U S>>*;U#*U-5 h\ 

3- (4-^^f^75;if;w^y-7i-;i/x;V7 7-;i') -6 

- (4H- [1, 2, 4] h U7y-;P- 3 --f )V7,)V7 7-)V) — N 

- ([ 1 , 2 , 4] ?7i?TV-)V- 5 ;U) - 2 - tT U 5>>#;P#* 

25 3 - (k°'J 5 s jy- 5 --f ;WXJU7 7~;i") - 6- (4H- [1, 2, 
4] hV7 s J-)l- 3 7-)V) -N- (f77-^-2- 
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3- (6-tFo^y/fJl,-lfiJy>-3-^H^77^) -6 

- (4H- [1, 2, 4] bV7V-)V- 3 )\>X)V7 7-)l) — N 

- (f77-^-2--f^) - 2 - fcfU ^>#;l/#*U-5 h\ 
5 3- [4- (l-^?il/-EDiJi?>-3--f 

-6- (4H- [1, 2, 4] h'J77-jl/-3-f;M 

^7 7^) — n — (^77-;i/- 2 ;w - 2 - t? u e^AJUaj?* 
3- (6 -*?-)V- try 3 t-jw - 6- uh- 

10 [1,2,4] KU 77-;U- 3 — N — ([ 1 , 2 , 

4] ^75^77-^-5-^^) - 2 - tf U z?>tl)V-$3rD-^ h\ 
3- (4--7^^75/15 1 jPt^y-7i-MJP77-W -6 

- (5-^?;v-4H- [i, 2, 4] hU77-;u-3-<;i/x;i/7 

— N — ([1, 2, 4] ?7^77-Jl/-5--fj|/) -2-tT'J 

15 v>*;p^^ir5 h\ 

3- ( 1 --t^-is- 6 tT 'J 3 -^)VX)l7 7-)V) - 

6 - (4H- [1, 2, 4] h'J77-JV-3--f^X^7 7-JP) - 
N- (f77-^-2-^JV) - 2 - tf »J 

3- (4-^IfJl'75;ifJW*>'-7iZJWJl/7 7-^) -6 
.20 - (4 H- [1, 2, 4] hiJ7 7-;l'-3-f^7x;P7 7-Jl') -N 

- (f77-^-2--fJl/) -2-t!iJy>*JW^5F, 

3 - (4-t!DUyVl5 : J^*'>-7x-;V7;i/7 7-^) - 6 - (4 

h- [i, 2, 4] h y 7 7-;v- 3 --r 7-;u) -n- 

77-;p- 2 — r;iO - 2 - try h\ 
25 3- (6-i;^5 : ;i'75/i5 : ;i/t+y-ifu^>- 3--r;px;U77 

-6- (4H- [1, 2, 4] h'J77-;i/-3-^M^7 7 
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- N- &7\T-)V- 2 - 2 - tfU v>#;i/#*1r5 b\ 

3- 4--( )lZ)Vy T-)l) -6- (4H- [1, 2, 

4] h <J 7V-JV- 3 --()IX)17 7~)V) -N- (^7^-^-2- 
- 2 - fc!U ^>^;U^^it5 h\ 
5 3- (4-y^fJ^$;im^y-7i^H^77-^) -6 

- (4H- [1, 2, 4] bVJV-fr- 3 - J )IX)17 T~)l) -N 

- (3-^^;v- [i, 2, 4] fTyjy-ji/- 5 --r;w) - 2 - tf 

3- (4-*Jl'A ,; E<J^W^y-7i-Jl/^7 7-il') - 6- 
10 (4H- [1, 2, 4] h'J7y-Jl/-3-^JU^7 7-JV) -N- 

(^77-^- 2 --r;u) - 2 - tf y ^>#;u#*i*5 h\ 
3- (5-7*ot-6-^f;i/-EUy>-3—rj|/XJl/7 7-JV) - 

6 - (4H- [1, 2, 4] hU7y-Jl/-3--fJ^^7 7-^) - 
N- (f77-^-2-<;v) - 2 -tf'J v>#;i/tf*1^ h\ 
15 3 - [ 4 - ( 2 - h Hn^yIfJl/-7i-^XJl/7 7-)V)] - 6 - (4 
H- [1, 2, 4] h'J77-Jl/-3-<JVX^7 7-^) — N — (3 

- [1, 2, 4] -?7*?7*/-)l- 5 --f Jl/) -2-tfUv^ 

3 - [4 - (2 - t KP^yX5 1 ^-7xZJl'XJl'7 7-^)] - 6 - (5 

20 -^5^;u-4H- [i, 2, 4] h u 7 - 3 - -f ;ux;v 7 7 

-N- (3-;*5P;P- [1, 2, 4] -f7y7 , /-^-5-fJH - 
2 - tf U v>#^#*1*-$ h\ 

3- (tf U 3?>- 3 -f;^JP7 7^) - 6- (4H- [1, 2, 4] 
h U 7V-JI- 3 -^f^X^77-^) — N — (3^/^;U- [1,2, 
25 4] -f7^7y-^-5-<;M - 2 - tf U v>>#;U#^1r$ F, 

3- (6-*2')V-\£Vy>-3-'()VX)V7 7=-)V) -6 - (4H- 
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[1, 2, 4] b*)7V-)V- 3-4 )VX)V7 7~)V) -N- (3-* 

[l. 2, 4] -m?r\r-)v- 5 --cuo -2-fcru$>>* 
f\ 

3- (4-y^f;|/7$;i5 : ;U*y-7x-J^^7 7-Jl') -6 
5 - (4H- [1, 2, 4] hV7V-fr- 3 ~4 )VX)b7 7-)V) -N 
- (f77a [5, 4-b] If U vy- 2 --f ;i0 - 2 - yyjoji 

f\ 

3- ( 6 tr u s?>- 3 -^r;u^;W7 r=;iO -6 - (5-* 

^-4H- [1, 2, 4] F ij 7V-)V- 3 --f^X;V7 7-;V) - 
10 N- {3-*?)V- [1, 2, 4] -?7i?7V-)V- 5 -4 )V) -2 

3- ( 6 \£. U 5?>- 3 --f;P7.;i/7 7-)V) -6- (4H- 

[ 1 , 2 , 4] F V7V—JV- 3 ~4 )V7s)V7 7-)V) -N- ([ 1, 2 , 

15 3- (2, 3-?th'0^>l/77>-5-<^;V77^) -6- 
(4H- [1, 2, 4] F »J 7 X /—)V — 3-4 )VX)ly 7~)V) — N - 

(^77-^- 2 --f ;io - 2 - tf u v>7j;u^^r-tf a F\ 

3- (6-^5 i ^-tfU^>-3-<;i/7 > ;i/^T-;U) -6- (4H- 

[l, 2, 4] f >j 7 s /-;i/- 3 -n- <3-*f 

20 [1, 2, 4] -f7y7 > /-f-5--f*) -2-fcfU^>7J 

)V#*D-§ F, 

3- (6 If U v>- 3 T-)V) -6- (4H- 

[1, 2, 4] F U 7y-;l/- 3 -4)V7,)Vy 7-)V) -N- ( 3 - 1/ 
ZU7°U)d)V- [1, 2, 4] -f7'77 4 ;-;i/-5-fJl/) - 2 - tf 

25 u ^>#;u#*+J-s F\ 

3- (4-y/fJk75;ifW^y-7iZ^Jl/77-W - 6 
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- (5-^fJl/-4H- [1, 2, 4] h07V-)\s- 3-4 )VX)V7 
7-)V) -N- (3-*?)V- [1, 2, 4] ?7V7V-)V-5-4 
)V) - 2 - tf U h\ 

3- (2 -7)V*U- MVi?>- 4-4 )V7s)V7t—)V) -6 - (4H 
5- — [1, 2, 4] \>V7*/-)l~3-4 )VZ)\s7 7~)V) -N- (^7 
7-;U-2-^Jl/) - 2 - tf U 5?>;&;P#*-fr$ h\ 
3- (2 h + v-tfU $y>- 5 -4 )\s7,)V7 -6 - (2 

H- [1, 2, 4] h U 7!/-JK 3 -4 )VX)V7 T-)V) -N- & 
7V-JI- 2-4)1) - 2 - tf U v>#;l/#3r1t$ h\ 

io 3- (6 - t^fr-W 3 -4 )V*)i7 7~)V) -6- (5-* 

fJP-4H- [1, 2, 4] MJ7y-^-3-^;V^^7 7^^) - 
N- ([1, 2, 4] -?7i?7\T-)l- 5 - 2 - If U >> ^ 

3 - (4 - t h*D^ylW=l i '>-7i-K^77-^) - 6 - (4 
15 H- [1, 2, 4] h*)7'/-)l- 3 - 4 )VX)V7 t-)V) — N — (3 
[1, 2, 4] -J-7 ?7V-)V- 5 --fJP) -2-h°'Jv 

3 -(4 - yXfJl/*^A , t'fJMfJ^^y-7xZjPXJ|/77-^ 
-6 - (4H- [1, 2, 4] h'J77-Jl/-3--f;i/X^7 7-;i/) 
20 — N — (3^7 2 -4 )V) - 2 - tf U v>#;i^*1t5 h\ 

3- ( 6 - 5/9 U7°U Id)],- tf U 5>>- 3 -4)VZ)V7 T-)l) -6- 
(4H- [1, 2, 4] h U 7V-JU- 3 -4 )VX)V7 7-)l) -N- 
(^7V-)V- 2-4)1) - 2 - tf ij v>>#;i/#*U-=- b\ 
3- (6-^?Jl'-k t Uy>-3-f^7JP77-^) - 6- (5-* 
25 fil-4H- [1, 2, 4] h 'J 7'S-JV- 3 -4 )VX)V7 7-)V) - 
N — (?7 1 /-JV-2-fJ» - 2 - tf 'J v J >*;U^^r^5 
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3- (6-*?)V-\ZV$?>-3-'()\,Z)V7 7~)V) -6- ( tf y V 
~)V- 4 --f )V7,)V7 7-)V) -N- (^7V-)V- 2 -1 )V) - 2- 

3- ( 6 -X h*is~ tf »J v>- 3 ~4)l7)l7 7~)l) -6- (4H 
5 - [1, 2, 4] h >J 7 3 --f ;UX;U7 -N- (3- 

[1, 2, 4] -5 : 7y7y-Jl/-5--f;l/) -2-bTU5>> 

3- ( 4 - v^^;i/T5 y 7 xn;ux;i/7 t^;u) -6- 

(4H- [1, 2, 4] h'J7 v /-;i/-3-<;^^7 7-;i/) -N- 

io (?7 , ;-;v-2--f;i/) - 2 -ifU5>>;*j;n?*tJ-5 k, 

3- ( 5 - 7)V-*U - tf U 3 -4)V7)V7 7—)V) -6- (4H 

- [1, 2, 4] h'J7y-JI/-3--f^X;V7 7r;i/) - N — (3- 
y^;P~ [1, 2, 4] -<?7?7\/-)V- 5-4 )V) -2-tfUv f > 

15 3- (2, 3-^hFD^>y77>-5-<J^;P77-^) - 6 - 
(4H- [1, 2, 4] h'J7y-JP-3-'fJMJl/7 7-;V) -N- 
(3-*^- [1, 2, 4] -f7y7 1 /-^- 5 ~4)V) - 2 - tf 

3- (4-^ h^v-7x~;i/X;U7 7^;U) - 6 - ( 4 H- [ 1 , 2, 
20 4] h U 7V-JV- 3 --f )V7,)V7 7-)V) — N — ([ 1 , 2, 4] hU 
7y>-3-^W - 2 - KU v>#;U4^lr5 h\ 
3 -(4-AM^y-7i-Jl'X;P77-;i')- 6 - ( 5 - * 3^1/ -[ 1 , 
2, 4] h U7 % /-;p- 3 ~4 )VXfr7 7 -ft) -N- (3-y^;i/- 
[1. 2, 4] -?7V7V-)V- 5 - 2 - tfU 
25 it5F, 

3- (6-Ih + ->-t'J^>-3-'fJM^77^) - 6- (4H 
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- [1, 2, 4] h >J 7 S /-)V- 3 J1/X;U7 T~)V) — N — (tf^ 

^>-2--ow - 2 - tru 5?>*jp#^-y-5 b\ 

3- (-T5^V- [1, 2 -a] - tTUS?>- 6 --f 7 
-6 - (4H- [1, 2, 4] h'J7 , /-;l/-3-fJVX^7 7-^) 
5 -N- (3-^;U- [1, 2, 4] -?7z?7V-)V- 5 - 

2- t?U>>>;*7;i^*lrS h\ 

3- (2-^fJl'-lf'Jy>-3-'fJl/X;i'77-JV) - 6- (4H- 
[1, 2, 4] h U 7 7-JP- 3 -fH;P7 7-^) -N- (3-* 

3^- [1, 2, 4] -f7*777-*-5-^W -2-tfU^>* 
io h\ 

3 - (4 h + y-7i^XJl/7 7— -HO - 6 - (4H - [1 , 2, 
4] h'J7V-;p-3--fM;i'7 7-;i') -N- (?77d [4, 5 

-b] tru 2 --r;i/) - 2 - tru $>>#;i'#*u-5 h\ 
3- (5 tru s?>- 3 -<;i^x;i/7 7-;i"> -6- uh- 
15 [1, 2, 4] h u r\r-)v- 3 -<;i/7s;P7 7~;io -n- (3-* 

5^- [1. 2, 4] -^7 S J7 S /-)V- 5 --r;io -2-tfU> ? >* 

3- (4, 4-y7^tD^5 1 j^^y-7xZ^X;k77-Jl') -6 

- (4H- [1, 2, 4] hU7y~^- 3 -<^X;P77-;P) -N 
20 - (tf 7 5?>- 2 ->f ;|/) - 2 - t?U ^>#;i^*+J-$ 

3- ( 6 tf U 3 ->f ;i/X;P7 7-JlO - 6- (4H- 

[1, 2, 4] h'J77-^-3-<JWJV7 7^il/) — N - (1-* 

^-ih- [i, 2] 3 --r;i/) - 2 - tfu v>*;i/ 

25 3 - ( 6 - h HP v'^ 1 X5 L ;l/- t: U V>- 3 )V7s)l7 7— Jl/) -6 

- (4H- [1, 2,4] h U 7*J-)l- 3 7-^) -N 
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- (3-*?)V- [1, 2, 4] -fTyT 1 /-^- 5 -4)1) -2- 

3 - (4-7DtD-7x-J^;i'77-JP) - 6 - (4 H- [ 1 , 2, 
4] h U 7V~)l- 3 --fJl/X;l/7 7~JW -N- 

5 -[1,2] - tf^v*-;i,- 3 -4)1) - 2 -tf u v>>#;i/#*ir5 h\ 

3- (2 -*^;i/--f 5^y*- [1, 2 -a] - tf> J v>>- 6 --f 
;i/7 7^;V) - 6- (4H- [1, 2, 4] h U 7V-)V- 3 --f 
JV7 7-JV) -N- (3-*^)l- [1, 2, 4] -f7y7y-ik- 

5--r;i/) - 2 - tfu v>;fr;i/^*+M= h\ 

10 3- (6-^^;i/-lf iJ^>-3-^K;l/7T-Jl/) -6 - (4H- 

[l, 2, 4 3 hU7y-;p-3-^;^;i/7 7-^) -n- (3-t 

Fa^y/fjk [1, 2, 4] -9 L 7 , 5>7'/-;P- 5 - 2 - 
3- [4- -7iZJK^7 7^;H -6- 

15 (4-^?jy-4H- [i, 2, 4] h u 7V-;u- 3 7 

— N — (3-*?)V- [1, 2, 4] -f7^7y-^-5--f 

;iO - 2 - tf u v>*;p^^ij-5 h\ 

3- (6- *^-fc!'J i?>- 3 ){,*)V7 7-)V) -6- (5-t 

[1, 2, 4] h U 3 --f ;ux;i/7 7-;u) 

20 -N- (3-^^;U- [1, 2, 4] -^7^77-^-5-^)1/) - 

2 - fcT'J 5>>;&;H$*tJ-S h\ 

3- ( i i H--r >yv-ju- 5 -•i';i/x;i/7 7^;u) -6 

- (4H- [1, 2, 4] h'J7 , /-^-3--fM;V7 7-;i') — N 

- (3-*3^- [1. 2, 4] -?-7i?7V-)V- 5 -4 )V) -2- 
25 tf U V>*)ltf*Dr$ K> 

3 - (3-^5=-^- [1. 2, 4] -HJ7V*P- [4, 3 -a] - tf 
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V5?>-7 -4 )VX)V7t-)V) -6- (4H- [1, 2, 4] h 'J 7 

3-4 )VZ)V7t-)V) -N- (3-*?)V- [1, 2, 4] 
-f7y77-Jl'- 5 -4 )V) - 2 - tf <J ^>#;U#*1J-i= b\ 
3- (l-*+5/-6-^5 1 ;P-t!»J5?>-3-'f;WX;P77n;P) - 
5 6 - (4H- [i, 2, 4] h u 7V-;u- 3 --f 7-;P) - 

N- (3-*3^|/- [1, 2, 4] -m?7V-)V- 5 --f ;W -2 

- tf U ^>*^^^it5 h\ 

3- (6 -h HD + ->^^- tfU> 5 >- 3 -^;i/XJV77-^) -6 

- (4H- [1, 2, 4] h'J7 4 ;-JI/-3-f;VXJl/7 7^) — N 
10 - (3-*=P;i/- [1, 2, 4] -f7y7 l /-^-5-f^) -2- 

3 - (4-* h^y-7iZ;M;i/77-;i/) - 6- (4H - [1, 2, 
4] h U 77-;U- 3 -4 )V7,)V7 7~)V) - N — 

- [ i , 2] - tf^7-;u- 3 ;u) - 2 - fcfu vy-h b\ 

15 3- U-7MD-7x^XA77-Jl') -6- (4H- [1, 2, 
4] h »J 7V—JV- 3 --i )l7,)Vy 7—)V) -N- (1H- [1, 2] 

- tf^y-;p- 3 --f - 2 - tf u ^>7j;i/#*+)-5 h\ 

3- ( 6 h*y- tf U 5*>- 3 --Hl/X^? t-)V) - 6- (4H 

- [1, 2, 4] h 'J 7V~;U- 3 -<>(JIZ)V7 7-)U) — N — (3- 
20 [1, 2, 4] -^7P7V-)V - 5 - 4 )l) -2-tfU>>> 

3 - [4 - (lH-'f 5 ¥V—)V— l -7x-;^;P7 7-M- 

6 - (4H- [1, 2, 4] h U 7 7-;U- 3 --T;UX^7 t-)V) - 
N- (3-^^;U- [1, 2, 4] -5P7 5?7 7-;i/- 5 ~4)V) -2 
25 - tf U V s > %)\> # ~ H , 

3 - <4 - * h + y-7i-^X;i/77-;M - 6 - (4H- [ 1 , 2 , 

2 9 



WO 2004/081001 



PCT/JP2004/001568 



4] h U 7V-)l- 3 --i)VX)V7 7-)V) — N — (1H- [1, 2] 

-\£yV-)V- 3 -4 )V) - 2 - t? U S?>*;p3i?*U"5 K, 

3- (6 h*v- tf U 3 -<;WX;U7 7-;i/) - 6- (4H 

- [1, 2, 4] 3 --i )l*)iy 7~)V) — N — (1- 

5 i h — tf ^ i/— ju— 3 — -r 2 - tr u 5?>*;p#^-y-$ h\ 

3- (6-lh^y-t''Jy>-3-^J^^77-W -6- (4H 

- [i, 2, 4] h u 7V—)V- 3 -<;px;i/7 -n- (i- 

i h — tf ^ - 3 — -< — 2 — tf u h\ 

3 - (4 F^y^fJl/-7iZJ^^77-W- 6 - (4 H-[ 1 , 

io 2, 4] h u 7*/-)V- 3 — f -n- (i-*^;u- 

1 H- tf 7 3 --<;10 -2-KU5?>*^#WF. 

3 - (4 F + y-7irj^^77-W - 6 - (4H - [ 1 , 2, 

4] h'J7y-^-3--f^-XJl/7 7-M — N - (4, 

j^j^-ji/- 2 --r;u) - 2 - tru =j >X)V#*v 5 h\ 

15 3- (4-7;|/tD-7lZJRJP7 7-;P) - 6 - (4, 5-^^^ 
;i/-4H- [1, 2, 4] h »J 7V-)V- 3 --f ;i/-X;U7 7~)V) - 
N- (4 h + y/f^-f/y-^- 2 - 2-t!U^>* 

3 - (4 - ( 1 h^r^X^^) - 7x-;|/X;P7 - 6 - (4 

20 H- [1, 2, 4] h*)7V-)l~ S )l-7,)\>7 7 -N- (5P 

7i/-;u- 2 — 2 - tr u > J >*;p^^i^5 h\ 

3 - ( 4 - 7iWD-7iZJ^Jl/77-W - 6 - ( 4 H - [ 1 , 2, 
4] h'J77-^-3-<Jl/-X;i/77^;i/) -N- (4-kFO + y 
^^)V-f7V-)V- 2 --r;i/) - 2 - fcf U ^>#;i^*"tJ-=- b\ 
25 3 - (4 h*^- - 6- (4H - [1, 2, 

4] h u 7 s J—)V- 3 --r;u-x;P7 - n - (5-h'j7^t 
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U*?fr?7 y /-)V- 2 --f )V) - 2 - tf U 5 K, 

3 - (4 - ^ h^y-7i-Jl/7^77 - 6- (4H- [1, 2, 

4] hU7y-Jl/-3--fJH7^77-JV) -N- (4-hU7W 
U*?)V?-7V-)l- 2-^)1) - 2 - tru v>7j;1/^^1J-5 b\ 
5 3 - (3 - 7;i/-*a-4-^ h^'>-7i-;i/X;i/7 7-Jl/) - 6 - (4 

h- [i, 2, 4] h 'J7V-;u- 3 --f ;i/-x;U7Tn;u) -n- 

7>/-;p- 2 - 2 - tf U ?>jj)V#3rD- 5 h\ 
3- [4- (1, l-y7^-l-hh'n + '>^^) -7x^7, 
J|/7t-;P] - 6- (4H- [1, 2, 4] h U 7 V*-^- 3 - -i )V ~ 
10 XJ1^7 7-JH -N- (fjy-Jl/ - 2 --f;|/) - 2 - tf U v>*;i/^ 

h\ . . . 

3 - ( 3 , 4-y7^fD-7i^7^77-JH - 6 - (4 H - [ 1 , 
2, 4] h U 7V*-;U- 3 -^)V7s)V7 7-)V) -N- (1-*?;U- 

ih- [i, 2] - tf ?v-)V- 3 --r;u) - 2 -h°U v>#;P#*+h 

15 5 h\ 

3 - ( 3 , 5 -y7MD-7i-J|/7^77-Jl/) - 6 - (4 H- [ 1 , 
2, 4] h'J7 l /-^-3--fJkXJl/7 7-JP) — N — (1-*^;U- 

ih- [i, 2] - tf 7 V-)V- 3 --r;p) - 2 -tf u > ? >*;p^^+f- 

20 3 - ( 1 - 2 -^-^rV - 2 , 3 - y t FD - 1 H-^ > F-Jl/ 

- 5 --r;i/7JU7 -6- (4H- [1, 2, 4] hU7V*-;U 

-3-<;|/XJl/77^) -N- (1-^^-lH- [1, 2] -tf 

7V-)V- 3 --r ;u) - 2 - tf y v ? >*;p^+ir-5 h\ 

3 - ( 6 -*?-)V- tf U v> - 3 7 -iP) - 6 - (4H- [ 1 , 

25 2, 4] h U 7\Z-JV- 3 -<;U*;P7 7-^) -N- ([1, 2, 4] 
h U 7 V* D tf U v > - 2 - -f - 2 - tf U V >*;U^^1f5 h* , 
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3 -(4 - X h + i/^^-7zZHJP77^1')- 6 ~(4H-[ 1 , 
2, 4] h U 7V-)V- 3 ;U7JP7 -N- (1-^5=-^- 

ih- [i, 2] - \z?y-)v- 3 --r;i/) - 2 -tf u> ? >*;w^^-tf 

5 3-(6-#*7-l, 6-ytHn-eUy>-3-^^^77^ 
;W - 6- (4H- [1, 2, 4] h'J7y-Jl/-3-^^Jl/7 7~ 

jp) -N- (i-^f^-iH- [1, 2] - t°^y-;u- 3 --r 

3- (6 h + v'- HU 5?>- 3 --f ;PX;i^77-;P) - 6- (4H 

10 -[1,2,4] h u 7 - 3 --f ;i/x;W7 7-;u) -n- (ih 

- [ 1 , 2] - tr^y-;i/- 3 ->r ;p> - 2 - tru 5>>*;n?*ti-$ h\ 

3 - (4- t Fo + ylfWy-7x-Jl/7>JI'77^) - 6 - (4 
-^T^-4H- [1, 2, 4] h'J77-;P-3-^^Jl/7 7-;i') 

- N — (1-^?JI/-1H- [1, 2] )V) -2 

(17) 3- (4-7J^D-7i^;MJl/77-il') "6- (4H 

- [1, 2, 4] h U 7V-)V- 3 ->f;U-X^7 7-^) -N- (5=- 

20 (18) 3- (4 h^y-7i-;i'X;V7 7-^) - 6- (4H- 
[1, 2, 4] h U 7 X J-)V- 3 -<;i/-X;P7 T~)V) — N — (4- 

* h*>-*?;i/-5f 7 v*-;u- 2 --r;io - 2 - tf y -7>#;i/tf *ir5 

( 1 9 ) 3 - ( 4 K * - 7 x n;U7> ;u 7 7 - 6 - (4 
25 H- [1, 2, 4] f'077-JP-3-f;HX;V77-;i') - (3^7 

y*-;i/- 2 --r;u) - 2 - tf u v>7j;i/^*it^ HT$5ft^ixtt^ 
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(2 0) 3- (6 -/5 1 ;i/-h:U^>- 3 --f;i/-^;U7 7-;i/) -6 

- (4H- [1, 2, 4] h U7v*-;i/- 3 -fJl/-X;i/7r^l/) - 
N- (f7 v /-Jl'-2-f;|/) - 2 - try 5? #5 FT&SflS 

(2 1) 3- (tFD^yXW^y-7xZjl/XJ^7lW -6 

- (4H- [1, 2, 4] h U T S / — )V- 3 -<;i/-x;i/7 - 
N- {^7V-)V- 2 )V) - 2 - tf U z?>tl)Vfs*D-S. 

10 (2 2) 3 - (4 -.E:* 3^1/7 5 J !W+y-7i-J^>77- 

;i/) - 6- (4H^[i-, 2, 4] h'J7 > /-;i/-3-^;i/-x;i/7 7 
r:;u) -N- (?7V-)V- 2 )V) - 2 - tf g $?>#;u#*-»j-s H 

(2 3) 3- (4-kh*D + yI^-7i-;k7JP77-;l') ~ 6 - 
15 (4H- [1, 2, 4] h U 7V-JV- 3 --f^-;UU7 7-JU) -N 

- (?7V-)V- 2 ~ 2 - M U ^>^;PjH^^5 H*C**ft^ 

(2 4) 3- (6-^^Jl/-tf'Jy>-3-^^-7^77-^) -6 

- (4H- [1, 2, 4] hiJ7 l /-Jl/-3-<Jl/-X^77-W - 
20 N — (4 - *?)V-?7V-)\'- 2 --f jP) - 2 - tf U ^>#;I^*1J- 

(2 5) 3- (4-y/f^75/lW+y-7i-H^77X 
;!/) -6- (4H- [1, 2, 4] MJ7y-JH3-<^7;i/77- 
;U) — N — ([1, 2, 4] ^7 S J7^/-)V- 5 ->f ;P) -2-tfUS?> 

(2 6) 3- (6 tfU v>- 3-^JM^77-;P) - 6- 
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(4H- [1, 2, 4] b U TV-)V- 3 -4)V7>)V7 7-)V) — N — 

([i, 2, 4] ?7?7V-)V- 5 --r;i/) - 2 - tru 

(2 7) 3- (4-^^^75;i^t^y-7xZJ^JV77- 
5 - 6 - (5-^^-4H- [1, 2, 4] hV 7 )l- 3 -4 

)UZ)Vy T-)V) -N- ([1, 2, 4] f7y7y-^-5-fj|/) - 

ifl > 

(2 8) 3- (4--7W75yi^^y-7i-MJV77- 

io jp) - 6- (4H- [i, 2, 4] hU7V-;p-3--r;P7.;W7 7- 

;i/) — N — ( 3 - * ^Jfc - [ 1 , 2 , -4 ] -57y7 S J—)V- 2 --f ;|/) 

(2 9) 3- [4- (2-hHD^yIf;|/-7i^X^77-JV)] 
15 -6- (5-^;i/-4H- [1, 2, 4] h U 7 3 - -f )V7> 

)V77-fr) -N- (3-^^;l/- [1, 2, 4] -m?7 x S-)V- 

5 -<;)/) - 2 - tf u v>#;i^*+f-$ Ht^^jb^iXUfoi^ 
(30) 3- ( 6 tf u 9 J>- 3 --r;bx;i/7 7-iH -6- 

20 (4H- [1, 2, 4] hiJ7y-JV-3-fJMJl/7 7-M — N — 
(3-^5";i/- [1, 2, 4] -7-7V7V-)V- 5 - 2 - If 

(3 1) 3- (6-Ih + y-tfUy>-3-fj^^77-^) -6 
- (4H- [1, 2, 4] h'J7y-Jl'-3-'fJU^7 7-^) — N 
25 - (3-*^;u- [1, 2, 4] -^7S?7»/-;V- 5 --r;i/) -2- 
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(3 2) 3- (6-Xh*^-fc!U5?>-3--r;W7Jl/7 7-,a<) -6 

- (4H- [1, 2, 4] h U 3 --OUTJI/? j-W -N 

- (\d?z?>- 2 --f - 2 - If U v>#;i/tf*1f 5 FT-&34b£% 

5 (3 3) 3- (6 h*5>- t!U 5>>- 3 - 4 )V Z )l y T - )V) - 6 -. 

- (4H- [1, 2, 4] hU77-^-3-^J|/X^7 7-Jl') — N 

- ( 1 1 H- VyV-JV- 3 --f )V) - 2 - tf U 

(3 4) 3 - (4 h^y^f-7i-H^7 7-W - 6 - (4 
10 H- [1, 2, 4] h'J77-;i/-3-f;V7;V7r-^) -N- (1 

ih-k?!/-^- 3 --r;i/) — 2 — tf u v>*;i/#+if5 

v>sns&T© (i) - (3) a>&fc*B&fflricifc 
15 ( i ) 

J^T© (a) - (g) *»6&5lfil)lRStl5 1X«2K±©ft^* 

(a) m<Dtf)izi mm 

(b) H X - ^ 7 - F 

( c ) PPAR Trf-X h 

20 ( d ) -f > X U > 

(e) y?FX^f> 

(f) a-^3y^-t* EBiFflh Rtf 

(g) -f>x'j xDftm&mm 

25 ( 3 6) ffffB (1) 7bm (3 4) © ^ T £ fB«c <Dfc£>W £ W$>J&# 
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(37) hubb (i) 7bm (3 4) v>^~?nfr\zumott t &m*^Mft 
(3 8) mm (i) 7is (34) o^?nfr\ztm(Dik&m*^$j}j$ft 

5 

# & 1 1 tc o ^ t h tc # m \z m w •? & o 

-fy^olfjH, -fV^?M> sec-7*fJH, ter 

15 t-^^S, ^>^jh, -rv75jn, ^^-^>^;ua, <y^> 

l, 2 - v^^;i/7°o ^s/ji/S, ^VA + yjp 

i -^5 1 ;i/^>5 1 ;i/S> 2 - *?)i^>^)im, 
l, i i, 2 -zj*?-)\s7?-)vm, 2, 2 

20 - 1, 3 - zStJ-fr-f^Jim, 2, 3-~J*?-)V7 

?)vm. 3, 3 - i - ^.^k^t-jim. 2-x.^-ji 

1, 2, 1 -X5F-;!/- 2 - * 5=- 

3 6 



WO 2004/081001 



PCT/JP2004/001568 



ri£i»7;w3^'>«j tits 7mm<D7kmmT*mtmm7)i*jim 

-fvyn^ + ^l, ^h + ^I, sec-^Kyl, tert-7> 

r7;u+;w^;w7 7 : e-f ;H6j ttt 7^77 ; e-f;noNH 2 
x;py r^-i x^;ux;uy t^-t^S, -f y 70 tr^x^y 

tr^yj^S, f7^'JM, f7y7 l /'JJH, -fV^TyUJH, 

20 tf+tfyu;^ -f y+ityu;ws, tru-y^s, EUiy-;n, if 
u^-yxji/S, tr^yu^as, tf5^-;n, ^yjjpi, -rv^/u 

^tyj-M, ^y'Jy-jH, +y+t'J-JH, ->>/u 

^>x-r 5 ^y u < 5^y tf u >y;i/S, ^> i /7 7^ 
t7^'j^-jn, i, 2 -^>y-f y *i*-y u ^>y^-^ 
25 u-yu^s* ^>y^7y >j jps, t+u-i/ntfij^^s, tru k^7 
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n\utf>m?i t\t. Mz-&y ymmf-. linf, $kmmj-, a 
rM7j^;^^At-r juj tit, mmm^rjv^^mr^y s 

77 s e c-^?j^;w^^f^s, t e r 

□ tf^T^/S, -fV^nH^7 5/I, 7'f^7$;S, sec-;/ 
f^75/!Xlit e r t -77 Jk7 5 Z^^tf 6*13. 

20 xfJP7i/i, y7'Q tf;i/75 7 7 5^ 7 a fcf ;U 7 5 J MX «5? 

25 ^7)Vts ;i/7 5 y »j f&iB7;i># y-r;PS^7 a ymtafi 
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?o vfrj-t&mwmi ens . 
5 t7)v*)V7>)vy 4 ~)vms t\t. mm7)i^)vmt7s)iy 4 
t feat w^H^mj^-f-jn, x^;w^;i/7 
w x;pg, -f y^o e;i/x;i/7^ x;i/S^##tf ens. 

r7;p+;ux;i^*-;i/Sj iiiifB7;i/*;i/*<hx;i/*x;i/» ( i:a* 
«g l, & « s ic * t m %. \t * ^ )v x )v * - )v m , x ^ )i x ;p * - jv m . 
io yo tr;ux;p*x;i/g, 'fy^nt:^x;^^n^*if5fts. 

r7;i/*;vx;v*x;i/7 5 ygj 75 / »otK^®^^WIB7 

x;i/7^ys> ifjMj^-jk7$;i, 7°o tf^xj^-^rs y 

15 r7;H2^>#;u#-;i,gj # Jl/4^^;l/X©7K^IiCT£iiijfB 

4^>#;u^xj|/S, t!;p*^5/*;u#-;pat, -f v 7° o tf ;u :* * ~> 

20 Hie l 7bm 6 © 2ffli©«&?n&ft;#siSS£3fti*U 

ens, 

#3B91K:fc*ffllB5£ (I.) ki^Mb^t/Jio^T, Hfc*#«fc0l* 

25 tfTlftEfS. 

S (II) 
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(II) 



AiAiit r575S7M©^\T-PTU - Jl'SXte 6 TiM 1 0iO7'J- 

o^TD7U-;i/Wtb^o 

$¥VV)l>&, ^-^-y-yj^S, ?7y7 > /'JJH, ^x-;PS, h'J 

ftt><D?%, h>j7 > /u^s, <5^yu;i/S, ?7yjji/S> eus? 
15 frMfim&v<, h u 7yu;us^ct o$f^L^o 

kh'o^y, tFD + y7;!/^JH (k Fa^y7J^;Ht®k Fn 

20 ^->*©tKSM^«, 7;u^;u*Tgii$nTViT 5 fe<i;^) ^m^f^n 

2>o Z.ftt>Oo-t>, fii7;P=1rJI/S > ISi7JI/3^yl, kFa + yl, 
k Kn^y7;WSW^b<, M7J^MiUDffiL^. 

< Vzfu *h*v», ih^yl, k^a^->«> kh'a 
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lot, AiMibtit £D fl*«TiB5£ (VI I 

I ) 

Me 

« v ^ v < V- *V E, i V 

N-N * N-N • N-N « N - N_N » 

N-N ' N-N » N-N * ^N ' *—N » 



Me - S 



' (Y Ct Vy 



^N , ^-N 

tS$ti5l^l?$L<, TfB^; (ix) 

Me 

< v ^ v « v *v E, ^y 

N-N N-N N-N N N_N 

M e0V Ho N 

N-N . N-N xtt N-N 

Dtt. is ^ x a ib^f :.n6©5^, jfciiiic^T?* 

din 

— c 
II 

N , 

(III) 
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TlI4"©C = N«!:7$Flt^ TIH^C (X) 



;US> tf^v-^S, t'J H ?7 7 U JUXtt ^ U ^ JH^ J b < , 
?7 7UJH, 5 1 7^7V*UJH, tfU F^Tl/U^SXte-f V ^tfV 
15 U;i/*^J: DlfJlli. 

hU7^^-D^^;Pa, tFD^yi, h H u*i/7 (itF 

20 7;i/n + y*ji/^-;HR^^7yS!!i^i^$n5iii^i 

□ /\py>S?, fch'n^->7J^JH (it Kn + y7M 
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yx^jws, 7 5 / 7°n tf ^^;w*;p^x;ps, x^;i/^;u^x 
iF + y*j^r;n, 7$y/fjn« 7$/'i?;n, 

tot, BS^tLTIt IW^S5 : 77-^-2-'f;H ) 4-^5=- 
20 ;i'-f7y-;i/-2-'fJH > 4-kHDty^f^-f77-;P-2 
4-^h + y*J|/^ZJ|/-5 : 77-JV-2-^JH l 4-* 
h^->^^-f7y-^- 2 4 -75 / /^Jl/-f77- 

;u-2--f;us. 4-y7y-f77-;i'-2-fM, 4-">7;- 

77 V 2 4-7j|/tD-f77-^-2-^fJH, 

25 5^7-^-2 --r;i/S, 4 - * ^-Jl f 5 ?V-)V- 2 -4 4 

h^->*;i/*-jp-^5^y-;i/-2 --r 4 V77V-)V- 
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3, 4] 97V7V-)V- 2 --Oim^ 5 [i, 

3, 4] ?7V7V-)V- 2 [1, 2, 4] ^7^77-^- 

5 --r;i/S, 3 c i , 2 , 4] 97 V7 - 5-4 )vm* 

5 [ 1 , 2 > 4]h'J77-^-2-<JH,5-kKo^^^5 1 ;l/-[l > 
2, 4] h'J7y-Jl/-3-fJVi, k!5^>- 2 tf U ^ > 

2 --i )vm. 4 - tj-jvxfrtf-fr-j s.?v-)v 

io -*9)V- [i, 3, 4] 97V7V-)]/- 2 --r;i/«, 

- [ 1 , 3 , 4] ^7^77-^-2-^^1, 5 [1, 2, 
4] h U 7l/-;W- 2 --f 5 - *9)U%)Vtf-)l- [ 1 , 2, 4] 

hU77-jk-3-<jn, -r y*u-y-;p- 3 --r;w«, 4-*h* 
v*^;i/--r y*+f-y-;i/- 2 )vm. 5 -*^;u--r y+u-y-^ 
15 -3--r;i/S, 5 - k KD*'>^^->f y*u-y-;p- 3 -^)vm. 
5 - * h^s^^u-^ y^-tf-y-ju- 3 ->f ;n, 5 -*?yu;&;w# 

y^-y-y_;p- 3--OI/*, 5 - ^ o p --f y *W-)V- 3 

--r;i/S> 5 -75 j *9)i-^ 3 4*9)1 

- 1 h-vjv-jv- 3 --r;i/S, 1 3 --r;i/ 

20 1, 6 -*9)V- t?U ?z?>-3 97*S-)V- 4 --Ol/», 

2-^f^-f77-^-4-^jn > -f y*u-y-;p - 3 --ov&s 

1 6 © 2 fli© IS ft gift* $ a £35*1-. 
25 r|*3!s$: i 0 2ffi©fiafp^fb7K^Sj t\*. ffrfE£»©^ 

Hie 1 755 6 (D7 )l9U>m%MML. MX.\f*9U>&* 7u\ZV> 
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5 x 1 tint £*)M:fc®\zte. m mmm?. mnm 

-CH 2 -N-CH 2 -S-CH 2 -0-CH 2 

-ch 2 -N-, - ch 2 - s -x«- ch 2 -o-mwmtfzn. z 
tiso^^, x 1 tf&mmT, mnm?, mmm?, -n-ch 2 -x 

10 Vi. 

r 2 RtKR 3 o^-r ^mr)v^)vmi tiis, iwi-xttn&ox, 
^^x&x^gjWicL^ r 2 RtfR 3 

15 d ii^ck D$Fi; bVio 

R 2 RtfR 3 ©^"f rfiij^n^ySj ibift |w|-Xfr«&o 

20 j-xte^kmrn^ ifinf £t <, 7 yiifxtttijif at* 

R 2 RtfR 3 ilttt, R 2 RtfR 3 ifi& § d t jfttff 

RM*» 67iS 1 0M©7 U -;H£, 5 1 0 I®at □ 7 U 
*,Mm^C3 7iS 7©J/^ o7^^^*X«^i^7;P^;PS&E*-r-5o 
25 R 1 O^t r675Il OM07'J -^Sj t\t. I£ Jit Ifr 6 75 M 1 01® 
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To 

Ol0jR«07'J -JUtbTH <kDa#Wfctt, 

10 Fo^yij f h7tFa^y + ;ij yt H o -f > H U 

2, 3-yth*U^>>;77-JH, 1, 3-i?tKD^fV^> 
77 7^8, t + y-fVH'JJH, -f 7-f > H U;i/*^/»tf £*u 
ifl/>yt + y7zZJHXttrh7k HD^fV^y 

15 R 1 O^T r 5 755 1 0l«AfD7U tllf, g 

7!>S3^r-r^, 5 71iI7M0fi©ATn7'J-JHXtt9 7!;Sl 01 

20 x\t^ y*u-yu vf7V | j;n, < s^v'yjn, 

u;m» f7v'ij;n, f7^7 7'j;i/S, ?i-jh, hij77'j;v 
£. f h7V*'j;n, tru^;H£, e7^i; ifj5^-;n, if 
D^s>-;i,g, \Z?VV)Vm. enUJH, 7'J;H, 7 

25 i9 755 1 0MOjRSc!)AfD7 U -Mt ITU «kDJI#Wfctt, 
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t'JHfjy'JJH, ^>y^5^yjjH, ^>WD-yjJH, 
^>yf7yjjvi, ^>yh'J77'j;H, ^>!/75=;H, -f * 

I£5ftMl 0I©AfD7'J -)1&<D5%* 5 755 7 ^©JtigO'X-r 

;i*l£>©5-£> ^Dtr;u^, -Jj-fr&ftft £LV>„ 
R 1 ttttt. 6 75S 1 0 M©7 U 5 1 0 M©^\t- P 7 U 
3-7M0^^D7;^;H^SL<, 67551 0M©7U 
-71^ 5 7551 Ol0AfD7'J-JH*U 00 £LV> 0 

7 , ;UJH, f7y7yjJH, ^XX7PS, h'J7!/UM, rh7 

*/u;ua, tfu^^s, tfus^z^i, kij^^ 

20 -f 5 y y-jn, -f v + yj^i, ^vof'Jjh, -f>H»j;p 

U7US, tf U K9 1 7V r, J;U», ytFn-f >FUJH, rF7kFo + 

^>y^-^itvu;ps, ^>V5 i 7^'j;p«, ^>VhU7i/u;pa, 
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£<z>5-£, 7izjh > ^-7^;i/»> tf>jvJi/*> -f^yyu^s, 

b Fn^^7;i/^;PS (Mb Hp^v-SOtK^MT^, ®^T^^;PS 

; i/ n * v m * * m 1- § * ? > a ^ l < « * ^ ; i. a * © 7K * m =? 

15 kFn^>i, 7)V?*i/m. 75.;m> 7)i<*)V7 5 7S, *J7 )V* 

JI/^A^-OI/S, *^^ + ->;H, 7;^ + y*;|/#-;Hxii7^ 
* ; -1 frmx-m&Zftx^xh <k^), ^a^e-oi^ 7;u*;i>#;i/A 

20 t^^7 5yl,y77i,XJl/7 7 : E'fJH, h 'J 7;WD^?JH, 
Aoy>If, 7fs;U5 C2-C67J^/<JH, N-C2-C 

67JM7^;P757S, Cl-C67J^^5 : ti, N-C1-C6 
7^ + J^;i'7 7 : t'fJH, N, N-y-Cl-C67;i/4^XJV77 
^-r^S, C 1 - C 6 7 )]/*)), 7. )V7 4 -;HS, 

25 J^-^S. N- C 1 - C 6 7)V3r)V7,)V*-)l7 $ 71, C1-C6 
7;iO^>;2j;i^-;Pg, Cl-C67J^^75/SXIj:N, N-C 
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i -c 6 -s?-t;p*;p75 j&umvf 

£ ft 6» 5 £ , ;* b*~>*5P;US, ^ h*i>X5P;i/S;W3;L< • * h 

15 j^jut bT«,ffriB^»©fi,m7;i/^;us<i:i^«(D ! b©^#^e.n, 
^n^©^, *?-)vm. x^;i/», yobf^a, -fvyn 

R 1 ttm*<J:bTfS»7^^^S^Wrs^^H«, 1£{M7^ 

20 * S 7 )V*)V7 5. 7SXtt^7J^JI/75 y" It'Ii $ tlT t> J: l/> . 
m&mTfr^frmt lift, Wi«kFD + y^fJH, tFn + yi 
;<h*~>*^;i^ ih^y^JH, ^h^^x^^S, 7 
5 75y7 , at";H, ^^7$y/f 

25 ^75;^?JH, 75;^fJH, 2-75/-IfJH. 1-75 

y -x^;i/S, 3-75/-^o tr;i/S/ 2-75/-i-^f^-i 
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- i -^^;i/-7°n tf^*, 2-75;-y?;n, 5-7 = y-^> 

^JUS, 3-757-1, 2 U tf;i/S> 6-7$;-a 

5 x^;p», i-75;-xf 3 -75 J --?u idjvm. 3-75 
/ - 1 -*5P;!/-x5P;i^ 2 -75 / -y°u \£)im&1fr£V< , 2- 
7$;-i5 1 MXtt3 - 75 y ^0 £;ns**«k D$?£L^„ 

fjtJK^tf) 1 o^t h-D^e/SXtt75/Sl?gi$nT^TfeJ;l5) £ 
10 tbTViTfeJ;^. 

l7JV3 + ">Si:lT.tt, |ffSB^*©7;Un^->« t|W|il©S^^^ 

n^ + ySWSl<> y b^>SX&x h^vS^ck D$F£bV>, 

15 ^1J^.«2 - t FD + V-I h*>^ 3-tFOt'>-y'D^^yl > 
2-kFo^->-yn^^yI, 3-kFD + y-2-^fJl/-7' 

□ ^+->^, 3 - 1 p u * ^ - 7 b * ^mmfimtf znz (D ? t> , 

M X \t 2 - t h* o * ~> - x h ^ ->S, 3 - t Fa^y-ynl^yl, 
20 2 -kHD + '>-l-^f;V-ih*ySWSl<, 2-kh'n + 

^7;i/n^'>»4 I 07K^iIT^7 5 y mT*WWk2nT^Z>M£\z 
l7$;i^$^C, 1 Xli2©ti7* + JHTti$tlT^TfeJ; 

^75 /s^2 cD<ga7;v^;P8T«^$nT^^m-&(c«, 

25 i7;^J!/S«N-X«^^oT^Tt)J:<, 7i^Jl'7 5/7il'3 + 
->lXtt^7J^;i/7$;7^3^yl)0W^b < , y7J^;P7S 7 
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ckOMWCti, MX&7^y Ih^J/l, ^^^757 Ih^yg, 

^^75;ih + ySXii^^^75/lh4yS 
5 ^$f*b<, y/?JI/75;ih + y«)!)U^SL^o 

R 1 «, IMtbT^ il7;^J^Jl//\ ,; E'fJH$tLTUTfe 

^^^A^^^asfcn^cD***^ sn, i 5 ©teami/* 
jvk^-i < , gam®. i ^S3ofi^7;^;i/*;w\'iE 

10 -r;i/S#j; t)jfs DVi 0 ifil7^*;^M ; e'fji/iiiTH ±o 

7 ;i/ * ;u * )v -f ;u S £ iwi i£ © s & m £ n , #y « 5? * ^ ^ * ;u a* 

R 1 tt, !JliibT> C2-C67J^/-fJH^f bT^Tfei 
Vi. 2 - C 6 TfrX y^fJUt lilt liilffi£i©C2-C6 7^ 

5 1 
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r 1 «, iiitbx, N-c2-c6-7;v*/'f;i'7$ys$f 
/l. -f y 7*0 tr;i/^;w^-;u75 ys^wsu , ;^;i^x- 

R 1 \t. li$ilT, Cl-C67;i/ + ;V5 : tI^tUT^Tt)J: 

io ^i^ff>n§. i^7;i/+;i/5 1 ^st ittt, £ DftftffH;:^ A*.*** 

^JP^^S> JL?)V^yfM. 7u¥)\/?*M. V^u)d.)V^^^mifi 

R 1 te, iMtiT, 7;p^;i/x;uy JH^f bt^Tfei 
^. }l ^ )]/ 7* )i y Tt-fJUttTti, |frfE^8^|wi^©S^#tf 
is £>n&o i7J^jkx;i/7 7 : E'fJi'SibTtt, ^jAtf^^x;^ 7 

R 1 m&mtLT, >?7J^;i/X^7 7 ; E^M^tbT^T ! b 
20 J;^o |y7i^^X^77 : e'fJHtbTH, litf IE £ « £ 11 $ © S 
itf^ni..i^7J^;i/X^7 7 : &'fJHtbTtt > J;Dlft6<)l:«, 
^Jx.«^/5 1 ;^jI'7 7 ; e^jh, ^x^ji'X^77 : ei'ii'iiWJ 

25 !7J^Jl/XJ|/7 ^ x;i/* «?: LTte>tm£8£llt£©S«tf £>ft£. 
i7J^JVX^7^;Hibttt, £ OHftlftfcte, #y 7t 7- ;v 7 

5 2 



WO 2004/081001 



PCT/JP2004/001568 



7°p tr;ux;P7^ x;u * l < , ^f;^ji/7^z^s, x^;u 
15 y ?;wx;i^x;i/7$ 7 s,if^x^*-^75 yg^ct 

R 1 }tBiItlT,7Jl/3^7*JI/#r:jHJtbT^TfeJ:^„ 

^7;i/p^'>*;i/^x;i/S,J: nit «t o #ij y h * ~> 
20 7 p P# + '>*^^x;i'S^^0^ t < , ^^->*jHijH, xb* 
R 1 tt> WmmtLT, 7MJk7S/S^f LT^TfeiU, It7 
^75/SilTtt, «k 00 *J£y 9^7 5 y X^;W 

R 1 tt, tlltbl, N, N-y-Cl-C67;^JV7$/l^ 
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#LTV>Tt>-J:^.N,N-5>-C 1 -C 6 7)V*)V7 5 7 lift, 
R 1 iMtll, 5 Xtt6*OS«75 J i^tlT^t^J: 

5 v>. i5Xtt6M©i^75;i}t mmfemv ri^7$;sj tH 

io 7;u*;H£, fifty fift7;i/n*->», ^n^-nvs, 7 

?,C2-C6 7;p# / -f ;p*,n- c 2-c67;^;^jv7$;i, 
c 1 - c 6 7;i/^;Px;i/*n;i/S, c l - g 6 7;^^7 5;ix(i7 
5;7K;hwk, fi«7;w*;i/£* ti7j^ + ~>i, 7;u 

xtt75y7;^;n*uoiftLVi 0 

lot, -x 1 — r 1 tttii «tt)*#Wfctt, «A.tf7x-;wx;p 

7 4-t HD + yX5 : ^-7x-;i/7;i'77-JH, 3 - b 

Fo^y^f^-7x-^7JP77-JH, 2 - t K □ * 9 S * ? )V - 7 

20 ii;M>7 7-M, 4-^^-7x-^XJk77-;H, 3-* 
^-7x-K^77-JH, 2 - t^Jl- 71-^X^7 7-^1. 
4-<V7Dlf;V-7x-^XJl/7 7-;H. 4-* h + y-7i-^ 
X)V77~)Vm, 4-^h + ^^fJP-7i-Jl/7JV77-iH, 3 - 
/h^y-7i-Jl/X^7 2-Ih^y-7xlHJP77 

25 4-Xh4y-7xZ;VXJP7 7-M, 

JI/-7XZJ1/7JV7 7-JH, 4 - t FD + yIfjl/t + v'-7i-Jl' 
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JV7Jl^7 7^iH, 4-y7;-7x-,)l/XJl/7 7-JH, 4 - h U 7 
5 j^D^?;i/-7l-Jl/7JP77-;H, 4-7WD-7i-H^ 

7 7-JH, 3-^dd-7izh^77-JH. 2 -7;i^p-7 

x^JWJl/7 7-M, 4-^5 i Jl/*J^^-7i-JI/XJl'7 7-;i/ 

^^^-7i^;MJl'77-Jl'i, 3 -IfJ^jWzjl/-7l-J^ 
10 ^7 7"iH. 4 - *5^7j;i/#- JUTS y - 7i-J^^7 7-JH. 

4 - XfJ^J^^jP - 7I-J1/XJ1/7 7 -;H« 4 --f V7°D fcf;|/7J 

7x-jw^77 ~;i/S, 4 -^5 l jmjv*z;p-7i-;I/ 
7>jP77-jH> 3 -ji^)vx)V^x)V-y x.x)V7,)vy yxjvm, 4 

-^f;V7N^*-f-7xZJM^7 7-JH, 4-<V7"D t°/U7;i/ 
15 $-J|/-7i-MJ!/77^H. 4-/f^7$7-7xZJV7^7 
T^;i/»> 3-IfJl/75/-7x^j|/7Jl'7 7-JH, 2-*?-)V7 

5 y -7x~;ux;U7 7-;p*, 4-7$; ^^)V-y x.x)V7,)Vy 7 

3-75;/fJl/-7xr^7JP77-JH> 4-75/1? 
JP-7x-JI/7NJV7 7-iH, 4-y/^7$/lW^y-7i 
20 r^XJl/77-M, f7 1 /-Jl'-2-^Jl/-7Jl/7 7^JH. 4 - h 
Fo^y^fJl/-??^-^- 2 -'f ;H£, 5 - h H D^y^f JV-f 
7 7-^-2 - -< ;P - 7> ^ 7 7 -JUS, 4 - t H O + yX^^-fT 1 / 

2 --r ;u-7;i/7 4 -y ^-f7 1 /-^- 2 

-7n;1/7t-^*, 5 - *j-)i-^7V-)V- 2 --r ;v-7;P7 7^ 

25 X, 4-X5 : JK5 : 7 , ;-Jl/-2-'f^-7^77-;H, 4-^h^ 
^-9-7V-JU- 2 -^^-7^77-^1, 4-Ih^y-f7y- 
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JV-2-^Jl/-7Jl/7 7-JH, 4 -fc^/t^E-* fr-?7V-)V- 2 -f 

7 7-;H, 4-^f;i/A^^^fji/-5 1 7y-Ji'- 2 - < 

7^-^-2 -fJk-7Jl/7 7-JH> 4 -7;^P-f7 , /-;i'- 2 

--f;i/-7>;V77-;H, 4 -^^i^^-^-^t 2 --r 

■Jl/-X;k7-7-JH, 4 -3L?)V%)Vtf=L)\,-?-7*/-)V- 2 -'Ol- 
IO XJP7 7-M> 4 -I^l/*;i/#-j|/7 5 y -5-7*/ 2 

-7J1/7 7--IH, 4-^?;i/*J!/^Z^7 5 y-fjy-^-2-^ 

4 -/^Mj^^-fjy-ji/- 2 — f — 

^^7 7-JPS, 4-I^7^*rjV-f 2 -< )V-7,)V 

7 7^;H, 3 -^fJl/Xi^ZJl'-5 : 7y-Jl/- 2--f;i/-XJl/7 7 

15 4 --r vt*p t!;p-^;w*=;p-^7*/-;k- 2 — ni>-7>)i> 

7 7^S, 4 -/f JI/75 77-JK 2 ->fJl/-^Jl/77-il' 

3-^5 : ;P7$y-^7 , /-^-2-<^-X^77-iH, 4- 
Xf^75 /-f7y-^-2-fJl/-XJl/7 ?-;n, 4-75;^ 
f^-f7 l /-JI/- 2 -^f^-X^7 7-;H, 4-75;if^-f 
20 7y->-2--fJP-7sjl/7 7-jH, tf U5?>- 2 -f^-XJP77 

^Uy>-3-^^-xji/7 7-iH, tf 'j 4 --r ;w- 
*)i7 7-;i/*, 6- 1 kp + ->^^- tru > ? >-3--r;p-x;u7 7 

4-kh , D + '>^^-eiJi?>- 6--fJl/-^jl/7 7-JH, 3-k 

tru 5 --f;i/-7ji/7 7-;n, 4 tr u 6 --r 
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)\,-7s)V7 7~)v&. 6 tf u vy- 3 -'^ )i-x)iy r-)v 

6-* h*v- try 3 -f^-x^yT-^ 6 -x h*^> 

- tf >J 3--fJVX^7 7^JH, 6-^JW!f'Jy>-3-f 

;p-xji/7 7-JH, 2 -A^At^fji/- tf u - 4 - -f ;u-tjp7 

5 r~)V^. 6-*JWtt'fJl/-t!'Jy>-3-^Jl/-XJl/77-M 1 

6 -*3 1 ;P7j;w\* ; e-i > tf y s?>- 3 -J )V-7»)V7 r-)vm, 2 - 

^?^*^A* ; £'f^-H l Jy>-4-'fJl,-XJl'7 7-iH, 2 -V7 

7 - tf U 5?>- 4 H^-XJI/77^JH, 6 - yy; - tf <J v>- 3 

--r;u-x;i/7 7-;i/*, 2 - h y 7;u3-dt^;u- tf u >>>- 4 --r 
10 ;v-XA7 7-iH, 6 - > u 7;i/^-n^^;i/- tf u v>- 3 -<i)V- 

Z)17 7-)IM, 2 -i'OD-H 'J^>-4-^^-7JV77-M> 
6-*DD-fc!ys>>-3 -<JV-XJl'7 7^JH» 2 -7)1*0 - tf 
'J^> - 4-^j|/-7Jl/77^S, 6 -7)V*U- WW- 3 --f 

ji.-x^7 7-jh, 2 tfu v>-4--r;u-x 

15 ^77-iH, 6 - *3-)Vf))V-$-)\>- tf u v>- 3 --r;i/-x;U7 7 

2 -X^ftJl/tf-Jk- tf U y>-4-^Jl/-X;P77-JH> 

6 -Xfj^J^ZJl/- tf D v> - 3 -f^-7JV77-JH, 2-7 

^;i/7.;i/*x;u- tf u vy- 4 - f ;i/ - tji^ 7 e -7^;ux 

fjy>-3 --i )i-x)i7 7 2 -x5P;i/7ji/*x 
20 tf y v y- 4 - -T ;f - 7 > 7 7'x;i/g. 6 --f y 7 n tf;i/7;w*x 
;u-tf U v> - 3 - -T - 7 7 7^iH, 2 -^^j^ji/^zjpys 

7 - tf u vy- 4 -f^-7Ji/77-M, 6 -y^;i/#;i^x;u7=; 
7 - tf u vy- 3 -^j1/-xji^77-;h» 2 -*?-)V7^ 7 - tf u v 
>-4^^-xji/77-jH, 6 -/^jP75 7 - tf u vy - 3 - -T ;u 

25 -7JI/7 7-JH, 2 -IfJl/75 7 - tf u VV- 4 - J1/-7JI/7 7 
-)VM. 6 -X^;i/T$ 7 - tf U VV- 3 --f )V-7>)V7 7-iH. 2 
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-7$; tf'J V>- 4 -f^-7JV77-JH, 6 -7 5 7 7 

tf U 5?>- 3 4 - k h'n + ^ifJV- 

7xX7P757l, 3-tFa + y^f^-7i-^7^;i, 2 - h 
Fa + ->^5 ; Jl/-7xZJP7 5;l ) 4-^fi!/-7i-JV7$yS; 
5 3-^f;V-7x^Jl/7$7l, 2-/fJl/-7i-Jl'757l, 4- 
x^Jl/-7xr:jV7 5;S> 4-fv7n^|/-7ir^7$;l, 4 
-7 h + '>-7i-Jl/75;i, 3-7 h^y-7i^jl/7$;l, 2 
-If + y-7x-^7S;S, 4-Ib + y-7iZJk7$;l, 4 
-tHD^^/f J|/-7x-JV757l> 4-*Wt^^-7i^ 
10 757S> 4-^fJ^J|/;^-fJ|/-7x-Jl/7$/S, 4-^fV7P 

k;u*;i/A ; E-r;i/-7xn;i/7 5 ;s, 4 - v7 7 - 7i-JV7a ;s, 

4 - h U 7MP^^-7i-j|/75 71, 4 -7MO-7x-^ 
7$;i, 3-7DD-7xZj|/75yl, 2-7JVtD-7x-Jl/7 

4-^fj^;p^zjv-7x-jP75;| 1 4 -x^;i/#;i/# 

15 ZJV-7x-^7$;l, 3-/fJ^Jl/#XJP-7x-^75/S> 

3 -ifj^ji/3g-;i/-7x-ji'75 ;i, 4 -7^;u#;i/#xji>7 5 

/-7X-J1/75/1, 4-IfJ^;^^^7$/-7x-^75 7 
4 - ^f 77D e;i/jjjH-^75 / - 7x-^75 71, 4 - 7 5f 

;i/7;i/*x;u-7xx;i/7 5 7*. 3 -x^x^xji/- 7xx;i/7 
20 5/1, 4 V 7D tf;i/X;i/7f:-;i/- 7xn;l/7 5 7«> 4-7^;u 
757-7x^^7571, 3 - JV7 5 7 - 7 x ~)17 5 7 4 
-7577^-7xXJl/7S7l, 3 - 7 5 7 7 ^71/- 7 xX7U7 5 
71, 4-757lfJl/-7xXJ|,7$7l, 3-757l^-7x 
XJl/7571, 4-7sf;V-?7V'-Jl'-'fJl'75 7l, 5-7^;V- 
25 f7y-^-2--f^757l, 4 - X^- ?7 l 7-Jl/- 2 ->f 71/7 
571, 5 -X^;i/-5^7 % 7-;i'- 2 --f;i/75 71, 4-I^y- 
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5P7 7-;u-2--i';i/7$/S> 5 b^ : y-^7"/-)V- 2 -4 )i> 
jwtt'fjv-fjy-ii/ - 2 -fji/75;s, 4 -u-frtDvn** )\, 

5 ;U- 2 -^f^7=7S, 4-^^-f7y-iV-2-^JV7$;S, 
4 -x^;i/-^7 7-;i/- 2 --f;U7 5 / 4-5^7^-^7 
-2-'fJl/7$yl, 4-^DD-f7l/-;i/-2-'f;i/75/I, 4 

-7J^n-f77-^-2-^;i/75;s, 4 -^^i^w^-f ;u 
10 2 ->f ;W75 y 4 --r v7p tr;i/-^77-;u- 2 --r ;v7 5 

;S, 4-y77-?7^-;i'-2-'f^7^yS, 4-^DD-5"7 
7-^-2-^^75/1, 4-7;i/^D-^7 7-JP-2--r;i/75 
4-/^J^;^Xj|/-f 77-JP - 2 - ^f^75 / I, 4-X 

^;i/^^^x;i/-^7 7-;i'- 2-f;i/7S/s, 4 -x^;i/*;i/#- 

15 JV75;-5 : 7 i ;-^-2-^^7$yl, 4 - )1#~)17 5 

/-?77-Jl/-2--fjy7$yl, 4-/fJ^J^XJl'-^77- 
2 Jl/7 5 71, 4 -I5 1 J^Jl/*-Jl/-f7 1 /-Jl/- 2 - ;U 
75/S, 3-^f;^;^^-?77-^-2-'fJl'7$/l > 4 

--f y 7°n e;u-x;u^x;p-^7 7-;P- 2-^^75/1, 4 - y 

20 ^)V7^ y-^77-JV-2-^^75;i, 3 -/?Jl/7$ 7 -^7 

y-;i/- 2 --ni/ 7 5 /s, 4 -x^;i/7$ ;-f77-;v-2-f;i/ 

7571, 4-757 ^f^-f7/-JV- 2--f^757S, 4-7 
5/I?JV-f7 l /-^-2-^^75;l, 3 - 757^ -5^7 

y-;i/ - 2 - -f ;i/7 5 y s, eu 4 -•-r;w7$ ;i, 6-tFD 

25 tf U v>- 3 --OU75 

'Jy>-4-^fJl/75/I, 4 - t: K □ 9^- t? U v> > - 2 --f 
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- ^fji,-H'jy> - 4 - - t. ;u 7 7 x;i/S, 4 - 7 5^1/ - tf U v 
y- 2 -<;i/7 5 ;l, 6 -7^;u- tf u s?>- 3 -^0175. 7S, 6 

-^.h + y-tf'J^>-3-^Jl,7$;i, 6 - tf U 5? > - 3 

5 -'fJVTS/I, 2 -^WN'^E-r Jl.- tf U v>- 4 --f;i/7 5 71, 6 

-^wt^-ov- tf y y>-3-^ji.75;l, 6 -^^^^/tt-f 
ji/- tr u v>- 3 -r;v75 7S, 2 -*^;i/;*j;w\*^ tf u v> 

-4--f;k75/S, 2-y7/-t!'J^>-4-'fJl/75;l 1 6- 
v , 7/-lf 1 Jv'>-3--fJV7$7l, 2-h'J7MO^^-4- 

10 -f ;W7 5 7S> 6 - h u y )VOru*?-)\,- try v>- 3 --op 7 5 ;s, 
2 - ^ p D - tf U P y - 4 --f ;i/7 5 7 S, 6-#np-tf'Jv>-3 
-<jP75/I 1 2-7;i/to-lf 'Jy>-4--f^75/I, 6-7 

)V*u- tf u 3 --r^75 7*, 2 try ^ 

>-4-^f7^I, 6 -7 5f;p#;i^x;i/- tf u 3 --r;^7 
15 57S, 2-x^;i/*;i/^-;i/-k°u^>-4--f;U7S7S, 6-x 

tf U y>-3-fJl/7$;l, 2 - 7 ^)V7.)V*-)V 
- tf y s>>- 4 -<;U7^ 6 -7 5p;utj1/*x;i/- tf y 3 

--f^75/l>2 - If^X^*-;KeU y>-4--fJl/75/l, 

6-'fy^omw-;H try 3 -<;P7s ;s, 2-7^ 
20 ;i/^7u^-;i/7 5 '7 - tr y v>- 4 --OU7S 7S, 6-^^;p*;paH 
-^75 7 - tf y 3 ;V7$ yi, 2 -73^75 7 - tf y 5? 

>-4-fJl/75;l,6 -7^;i/7 5 7 - tr «J i> >- 3 - -f )V7 5 7 
2 -IfJl/7 5 7 - tf »J Vy- 4 -<JP75 /I, 6 -X^;P75 7 - 

try> ? >'-3--f;b7S7K> 2 -75 7 7^;i/- try vy- 4 --r;u 

25 75/S, 6 -75 7 7 3^- tf 'J S>>- 3 -^fJI/75 /I, 4-tH 
D4y^fJ|/-7i; + yI, 4-k^D^yI?;|/-7x/+y| ) 
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3-fc FD^y/^-7i;*yl, 3 - t F D + ylf JV - 7 x / 
4-^5 1 JI/-7x;^yI, 3-If*-7iMyi ) 4- 
^biy'-7i/^yS > 3-/f + y-7x/+yS, 4-lh^y 
-7x'7^yl, 4-AJk/tt^^-7i; + yl, 3 -*;I/A* ; E-I';i/ 
5 -7i;^yl, 4-^fJWJW\ ,; E'f^-7i; + yS > 3 --TV 7° 
nlfJWJ|./t ; E^J|/-7i;^yl > 4-y7;-7i;+yS, 3- 

^>7;-7i;^^s, 4-hU7;ptD^f^-7x7 + i/i, 3- 

h'J7^D^f)P-7iy^yl, 4-^Dn-7i;+yS, 3- 
^DD-7x/+yl, 4-7J^D-7i;+yS 1 3-y)V^a- 

10 7x/*vS, 4-^fjwMzji'-7i^y| 1 3-^^;p^;i/ 

3^ZJl'-7xy^yl 1 4-IfJ^Jl/#-J|/-7i^yl, 4-* 
^;v#;i/#-;U7S / - 7i^yl, 3 5 / - 

7i^yl, 4-/fj^j^zjp-7x7^yi, 3-^^;i^x;i/ 
*rjp-7x7 + yl, 4 -x^;ux;k*r.;i/-7x/ + syS, 3 -x 

15 ^)VZ)l-fo-)V- 7x / 3r~>S> 4-/f^75/-7x7 + '>$, 3 
-^?Jl'75;-7i;^yS 1 4-XfJk7$;-7x; + yl > 3 
-X^75/-7x/^yS l 4-75/^^-7x; + yi> 3 
-75//fA-7iy*y|, 4-75yi?^-7x/^yS 1 3 
-757xf^-7xy^yi, 4-t FD^yi^-7xXJMf 

20 )V75./m, 3-tHD^y/f;i.-7x-JV^fJl/75/S, 2-k 
FD + yyf^-7x-JM^75/S, 4-yfjl/-7xZJMf 
)17$;&, 3-^^-7xXjM^75y|, 2 -yfJH7x 
rj^fjl,75yi, 4-X^Jl/-7xXJMf^7 5;l, 4 - -f 7 
^De^-7xXJM5 1 Jl/75yl, 4-^ h^y-7xXJMfjl/7 

25 5/*> 3-yh^y-7xx;MfJl'7$/i, 2-Ih^y-7x 
x;MfJl/75;i, 4-lF^y-7xXJMf;V75;l, 4-h 
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JMf^TSyl, 4-^5 : i^JW\ ,; E'fJl.-7i-JV^? : Jl'75;i 1 
4 --f V7D \i)]/fl)Vn^:^ )V- 7x"JMf^7$ /I, 4 - ->7 / 

5 7571, 4-7;^D-7irj^fJ|/7i;l« 3-^DD-7i 
^JMfJV75;S, 2-^DP-7xZjb75y/?JH, 2-7;U 
^-□-7x-JM^;V75;i, 4-^fJWJ^-jl/-7x-JMf 
iV75/I, 4-IfJW^-^-7x-JMfJl'75;i, 3-* 

fMj«-ji.-7x-jM^7$;i 1 3 -x^;i/# )i#-)v-7 

10 x-JMfjk7$/l, 4-^JWM-Jl/757-7xZjM^ 

7$y*. 4-ifj^jn-jy7$;-7xzjMf;i'75yi, 4 
-•f 77°d tf;i/*;i/^-;i/Ts y - 7x-jMf;i/757l > 4 -y?- 

j^;^-^-7xZJM?Jl/757S, 3 -if;i,x;^-^-7x 
-JM^7571, 4 — f y 7o tf;i/x;p*-;w- 7i^JM 5F;P7 

15 57S, 4-^?J|/7$;-7x-JMf^75;l, 3-I^j|/75 
y-7x^JMf^7$yS, 4-75/^f;V-7i-JM5 1 JV75 
71, 3-75/^?JK7xrJM5 : Jl'75/l > 4-757lf^ 
-7x"jMfJP75;S, 3-75;ifjy-7x-JMfjl/75/ 
4-^fJl'-5 : 7 , ;-JV-^JM5 1 Jl/75;l, 5-y^;i/-^7 

20 2 --r;M9^75 ;i. 4 -x^;i^-^7 % /-;i/- 2 --r;w 

y 5f ^7S y 5 -I^-f? 1 ;-^- 2-^JM5 1 jl/75 71 > 

4-xh^s/-^7^/->iu-2--i';i/y^;u7$y«, 5-/^->- 
^7 7-^- 2 --r jit 3^75 y s> 4 -tDvn^-t jv-^tV-jv 
- 2 --fjM?^7$ y 5 -*;PA* ; E'f;i/-^7v'-;i/- 2 --r ;i/ 
25 ^f^7S/l, 4 -y ! .5 : :^ij;i/A^-r;p-5 L 7V-;i/- 2 --r;py^ 
;U7$ y s> 4 - jl^ )Vt> )v rt=t-( iv - ^7 v - )i - 2 --r ;uy ^;P7 
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)V-?7 s J-)V-2 --fJV^fJH^/^ 4-'>7/-f7y-Jl'- 

2 --f;^fji/7 5ys, 4-^on-fry-^-2 --r ;uy^;P7 
$;s, 4-7;i/tD-^7V-^-2-fj^fji/7s;i, 4 - y 
5 fjvA^/tt'f ;i/-^7 v*-;i/- 2 --f ;v*^;P7 5 y«, 4-x^;u 
*^A ; E-fji/-5 : 7y-;k- 2 -f;MfJi/75;S, 4 --r y t? 

;i/-f7y-;P-2-<;Mf^75/S, 4-y7/-?7 1 /-JV- 

2-^jMfjV7^;s, 4-^do-^7 % /-jI/-2 ;vy^;i/7 

57*, 4-7;WP-5 1 7y-^-2-^JM^7$;S, 4-* 

io ^;u#;i^x;p-^7 v-)V- 2 -^ ;py^;i/7s y«, 4-x^;p* 
;i/#-;i/-^7 v*-;u- 2 -^j^f^75 y», 4 -x^i/^tfx 
^75;-f7y-^-2-^f;M?Ji'7$;S, 4 -y^^tfx 
^7$;-5 i 7 , ;-^-2-<jM^75;i, 4 -y^i/x^jfrx 
;p-^7 2 -<;M5 1 Ji/75;i, 4 -x^tji^x^-?- 

15 7 N /-^-2-^jMf;V75;i, 3 -y^;i/x;u*x;i/-^7v*- 

Jl'-2-'fJM5 : ^7 5;S, 4-<V^Dt!;i/-7.;l/^XJl,-5 1 7y 
2 -^JM?Jl'7$;i 1 4-^f^7$/-5 : 7 , /-Jl/- 2 - 

-fiM^j^ayi, 3-/fjP7$;-f7y-ji'-2-'fjv/fji, 

7 5 4 -X^;i/7 5 / -5P7\/-;l/- 2 -fjM?^7$;i, 

20 4-75//^-5 : 7y-Jl/-2-^JMf^7S;l, 4-757 

if^-f7y-ji/- 2 --r;u7^;i/7 5 y 3 -7S y y^;p-^ 
7V-)V- 2 --r;M 5p;P7 5 ;s> if u vy- 4 --r ;py^;u7 5 y 

6-kh'D^y^?Jl/-H'Jy>-3-^JMfjP75;S > 3- 

t h n*->y tf u 4 --nuy^i^a y *, 4-t kp* 
25 ~>y^;u- tf u v>- 2 --r;uy^;i/75 ;i, + 
- tf u 2 --<;i/y ^Ji/7$ y 3 -y 5^- tfu s?>- 4 
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jy-7iV77-iH, 4 - - try s?>- 2 -fjM^/s y 

6 tf >J V>- 3 -'fJMf;i/7 5;S< + 

v> - 3 --r;u^^;P7 5 ;i, 6 -y^p-tf y 3 --r;M?- 
;ur ^ y*, 2 -*;i/A^-r - bf u *?>- 4 ;i/y ^;i/7S 

5 6-)!jf/\ ,; e^V-k t| Jy>-3-^;M^7$;i, 6-y^;i/# 
JV^t^ )V- tf >J v> - 3 --f ;M f^7 5 2 - y^WWt^ 

-r;U-tfU^>-4--f;i/y^;U757S, 2-^7/-tfUv>-4 
--fJMf^7$;S, 6 -->7/ - tf U > J >- 3--<JM^7$; 
2-h'J7MD^fJV-4-fJM?^75;S, 6-hU7;P 

io to^f^- t:u 3 --r;i/^^;i/7^ y», 2-^Do-tfUv 
> - 4 --r ji/^^^7S ;i, 6-^PD-tfUv>-3 
7$;i, 2 -7;i^d- tf y 4 --r;i/y^7 5 ;s, 6-7 
;i/#o- tf y 3 --f ;uy^;i/7$ ;i, 2 - y ? ;u#;i/#x^- 
tf y v> - 4-fjM^75/Sv 6 -y ^)vti)V ■#-)],- try s;> 

15 -3-^jMf^75;i> 2 -x^ji/# tf y 4 --f 
jMf;i/75;i, 6 -x^;p*;w#n;i/- tf y 3 --r;uy 

75/1,2 tf 'Jy>-4-^JMfJV75yl, 

6 - y ^i/X^x^- tf y v>- 3 --fjM?^7s ;i, 2 -i? 

)V7>)Vft-)\s- tfU s>>- 4 --f;MfJl/75 ;i, 6 --f y 7"n tf;p 
20 tju*x;|/- tf y v>- 3 f^7 5 ;s, 2 - y ^i/^ji/jtfx 

;W7 5 y - tf y 4 -^jm?^75 ;s, 6 

75 y - tf y 3-^;Mfji'75;i, 2-/^75; - try 

y>-4-^jMf^7s;i, 6 -y^;u75 y - tf y v>- 3 --r 

^75;s, 2 -i?jv75 y - tf y v>- 4 --<;W7$ ;i, 6-x 
25 ?Jk7 5 y - tf y v>- 3 --r ji/75 ys, 2 -75 y y^;i/- tf y v 

y- 4 -fjV75 y 6 - 75 y y^;p - ey v>- 3 --r ;i/y^;i/ 
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7i-JMfM, 4--fV7 , DtfJt.-7irjM5 : iH« 4-*h* 
5 -/-7 1-JMfjH, 3 h^'>-7x-Jl/^^;U»> 

y-7i-J^?JH, 4 -X F^y-71-JMfM, 4 - t H □ 
^y^Jl^-71-jMfJH, 4-jjj|//\ ,; £-f^-7i-JMfJH, 
4-^5 1 J^JP/tt^^-7iZJM5 : ;H 1 4 --f V 7°P h^l^UA 
t^l'-7xrjM?JH 1 4-y7;-7xrjMfJH, 4-hU 

10 7WD/fJh7i-JMfM, 4-7Jl'tD-7x-jM5 : ;H, 
3-i/DD-7xZJMfM, 2 -^^ni-^xXJ!/^;^, 4 
-^f J^J^-jV-7xZJM5 1 M, 4 -IfJ^J^ZJl.-7i 
X^^X, 3-/^J^^^-7i^J^fJH, 3-X5P;i/ 
*J|/#-Jl/-7xZJWfjH, 4 -^fJ^Jl/*-JV7 5 J -7xX 

15 4-IfJl/j3JV^-^-7xXJM^H, 4--fV7"D 

k^l/^^^Xjl/- 7i"iM5 : JH« 4 -/?Hj^-Jk7i^ 
S-IfiKJWrJk^xrjMfJH, 4-*^7Jl/ 
*-Jl/-7iX)Mf JH, 4 ->f 7 7*a t!JMJV*X)l/-7x-;M 
4-^f^75;-7x^JMfM, 3-IfJl/7$;-7 

20 x-JMfiH, 2-^^7$y-7x-J^5 1 JH, 4-757* 
^-7x"JM5 1 iH < 3-7$;^f^-7x~J^5 : JH, 4- 
75;if^-7x-J^fjH, f7y-^-2-fJMfJH, 4 
-t Fo + y/fil/-?7y-il'- 2 --OPS, 5 - k h'n^y/fjl/ 
-f7\/-Jl/- 2 -^ )V^^)im, 4 -k Fo^yIff-f7 1 /-^ 

25 — 2 - -fJl/p^^^S, 4 - ^fJk-f 7'/-^ - 2 )V ^=f- 5 
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-ih^y-f7y-ji/-2 Ji^^g, 4 -^i/A't-r ;p-^7 

\£)V-?7\f-)V - 2 -4 4 —>7y -?7V-;k- 2 - 

tn-5 ; 77-;i'-2 --r ;vy^ 4-^?WM-;i/-f7y 
2-4 fr*7)V&s 4-iWM-Ji'-f7 > ;-;i' - 2 

10 ^^^^S, 4 -IfJWJHzjl/7 5 / -3-TV-)V- 2 --f 

4 -^?ji/*j^^jV7$ ;-f7y-^-2 --f 
4 -^;i'7;;p*nji/-^7 2 --f ^^^^S, 4 -x^x 
;i/^n;u-^7i/-;u- 2 r ;M3=-;HS, 3 - y :F;^7J^7i^x;l/-3 : - 
7^/-;^- 2 4-rv^D e;p-7.;p*-;i/-^7V 
15 2 4-^fji/7$;-f7 > /-Ji'-2-^;M 
3 -^5PJP7$ y -?7 > /-;i/- 2 --r;uy^;ux, 4-if 
;U7 5 y -77 s /-)V- 2 ?;H, 4-75/^fJHf7 > / 
2 ;i/y5=-;i/», 4-75 / x^;u-?7 2-^ )V* 

20 >- 3 ^)Vm. 3-tHP + y^^Jl/-tf'J^>-4-^JM 

4 - k h*o + i/y^;i,- if u v>- 2 --f ;uy^;i/S, 6-k 
K n*s>y tru v>- 3 )i*^)im. 3 - y bf u v> 
- 4 -<;i/-xji'7 7-iH, 4 - y 5^- tf u v> - 2 --ni/y 3^ 
6 -*^)V- tru 3 --r 6-yh^->-bf»jv 
25 >- 3 --i ;uy^;ua, 6 - y^;u- tf u v>- 3 ^y ^jps, 2 
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'Jy>-3 --f )V*?)Vm, 6 - ^^)Vtl)Vn^:^ )V- If' J v> - 3 - 

-r 2 - tj-fr-tuvn^'t )v- tr u s?>- 4 ->r ji/*^;ug % 

2 - 2/7 / - tf U > - 4 - -f 6-'>7;-KUS?>-3 
5 U 7 )V*U*?-)\,-\i *)i?y- 3 -^OVt^frM. 2 - 2 UU-W ¥ 

y- 4 --f ;^?;n; v 6-#nn-Kus>>-3 ;i^5P;i^ 2 

3 2 -*^;u;*j;p#x;i,- tru 4 -< 

S, 6 -*?)Vt>)Vi£-)\,- \±\)vy- 3 2-x^ 
10 #;w#x;i/- tru s>>- 4 6 -x^;p^;u^-;p- tr 
U 3 -1 2 - *^)V7.)Vfr~)V- tf us>>- 4 

6 -*^;i/x;p#x;p- ^ u 9 J>- 3 -^ )V*^)V&, 2 
-jL^)VZ)Vftz.)i- tr u s?>- 4 ->r 6 vyn tr;u 
x;p*x;i/- tru 5>> - 3 -4 2 -^^*j^-JP75 
15 y - tf u v>- 4 --r^^ug, 6-^?j^jHrjV75;-ifu 
3 -^ )V* 2 - tru s>> - 4 --f 

6-^?jl/75/-t!'Jy>-3-^J|/7$yl, 2-x^;P7 

^ / - tru 4 --r;i/75 ;i, 2-1^75; - tru i?y- 5 
-^ji/75;i, 2 -7$ y y^;u- eu v>- 4 -<;i/75 /s, 6 
20 -7 5 y y tr u 3 --r ;wy^;v»^*^tf s>n, uns© 

7 4-^fJl/-7iZJ^^77-JH, 3-^f;i/-7i 

x;ux;P7 4-^b + y-7i-;^^77-ji/S, 3-y 

h + y-7ir;U^77XJl/S, 4-Ih^y-7x-H;P77- 
25 4-kFD^y/^-7i^^7 7-)H, kFn^yl 

f^t+y-7xrj^J|/77-JH, 4 -tl )V~y 
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Jk7 7-M, 4-^5 : ;l/*JM : E'f^-7x-;i/X^7 7-JH, 4 

^^7^77^^, .4 - h U 7Jl/tn^f JV-7xnjI/XJl/77-Jl/ 
4-7;k^P-7xZi;i/7 > ;i/7 7^^S> 3-i7DD-7x-Jl/7 
5 ^7 7^M, 2-7J^O-7x^jl'XJP77^iH, 

jH^il/-7i-JMJl/77-JH, 4-IfWJH^-7i-Jl^ 

y-7x-Jl/7,J|/77^JH« 4-7 5 ;/fJh7i^Xf77^ 

io 4-7>;i^-7i-jMJi^77-m 4-^^^;i/7^ 

/lW^y-7i-Jl'7JI/77-JH> - 2 --f 

4-^f jy-f7y-JW 2 -^J|/-Xil'7 7-Jl/S, 
5 -^?il/-f7^-Jl/- 2 --f^-7^77^^S, t? U v> - 4 - 

<jv-7JV7 7-iH, if u v>- 3 tfu^ 
15 >- 2 --r ;i/-7.;w7 6 - t Fa*~>*3^- try 3 

-<;P-X;l/7 7-Jl/S, 6 -^^;i/-tfy y>-3--f^-7Jk77 
-JHE, 6-^h + -/-lfiJy>-3-fJH7Jl'7 7-;H, 6 

^;i/-tfy =jy- 3-^ji/-x^7 7-;H, 6 - a ;wt$ tf y 
i?>-3 -^;i/-xjP7 7-JH, 6 -^^^Ta^A^-r^- try >>> 
20 -3--f;i>-x;i/7 7-JH» 2 -z/t; - tf y 4 

7 7-iH, 6-5>7/-tfU^>-3 --fJl'-7>Jl/7 7-JH« 6 - 

h y 7;u^o^^;i/- try v> - 3 --f;v-x^7 7-JH, 2 □ 
□ - t? y > - 4 - -< )v - x )V7 r~)vm. %-9uu-kv s j>-z 

- -T )V - 7 )V 7 2 -7)V3ru- k: V is > - 4 - -1 )V - 7 )V7 

25 7-;i/*, 6-7;i/tP-tfU^>-3--f;p-7;i/7 7-;i'S, 6- 
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tf u v>- 3 - ^;v-x;i/7 7-M, 6 -/^pjutji^ 

5 7- ^'Jy>-3 -^JI/-XJk77-JH, 6 -^?JV7 5; - tf D 
v>- 3 -<f;i/-XJV77-^S, 6 - tf U 3 - 

5 >f )l-Z)V7 r-frM, 6 -75 / tf U v>- 3 ~-1)V-7,)l 

4-/?JV-7x-^75 /S, 4 - ^ h^y-7i-Jl/ 
757i, 4-7J^D-7i-jl/7S/i, 4 -^f JV-f 7'/-^ 

-2-<;V7$;i, 5-^5 L ;i/-^yy-;i/-2-<;i/75/s, tr 

io 4-^;p-7iMyi v 4-^^y-7i;^yi, 4-7;i/^- 
D-7i;^->i, 4-^^ji/-7i-;i/75;^fjn, 3-^^;^ 
-7i^75;^f;i/S, 2-^f^-7i-^7$;^jH, 4 

-7;i/tQ-7xZJV757^^VS, 2 -7 0U-7xZjM5 1 Jl'7 
5/1, 2-7il'tO-7xrj|/7$;^5 : JI/i, 4-^fJl/-f7y* 
15 -;i/-2--f^7S / 5 - *^)l-?-7>J- fr- 2 )IT 

ay^^JH, tf u yy- 4 -^;V75 / ^^;i/S> 6-^^;i/-tfu 
v> - 3 - <;u7 5 y 2 tf u i>>- 5 --r jvts. 

/ 4-^f JP-7x-;M5 1 J1/S, 4-^^y-7i^ 

y^;i/S, 4-7JWn-7i^MfMAWil<, 7irM^ 

20 7 7-JH, 4 - t Hn + ylfJl/ - 7x-^7Jl/7 7-;H, 4-* 
f^-7i-JM^77-iH, 3 -^fjl/-7xZJl/7^77^m 
4 - y h^y-7iZjMJk77-JH, 3 h^y-7iZHJl/ 
7 7-M. 4-Ih^y-7xZJU^77-iH, 4-tHD + y 
/fJ|/-7i^Jl/7^77-Jl'S, t FD + ->IfM^y-7iZ^ 

25 X;i/7 7-;US> 4-AJl/A' ; E-fJl/-7xrJMJl/77-^i. 4 - /> 

?j^^A ,; e^ji'-7x-jM^77-;n, 4 j-)Vij)\^n^^ 
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Jl-7 x.~)VX)V7 4-y7;-7i^Xjl/77-M, 
4 - MJ 7;Vtn^fJl/-7x-Jl/^^7 7~)VM, 4-7)l*n-y 
iZJ|/7Jl'7 7-iH> 3-^Dn-7i-Jl/7^77-M> 2-7 
J|/tO-7i^XJl/77-JH, 4-/fMM-jk7i-^7 
5 J1/7 7^JH, 4-^f^XJl/)jN-Jl/-7x-Jl/7^7 7^JH, 4- 
y/^7^/Ifi^*y-7irH^77-iH, tf U v> - 4 
-^^-7^7 7^^!, t:'Jy>-3-^Jl/-7JV7 7^iH, 6- 

^ h*~>- try 3 -<;i/-7>^77-;i/i, 

> - 3 -<jp-7^77-;h, 6 - h u 7;w*oj?i5 t ;w- tr y 

10 3-^JK7^77-JH*U0U$b<, 7i^7A7 7-JH« 

4-b kd + >'X5 : ;i/-7x->im;1/7 7-;H, 4-^^-71- 

;^^7 7-;VS, 4-^h^y-7x-;i/7^7 7-JH, 4-Xh 
^y-7x-^7Jl/77-M, 4-/f;^Jl/A't'fJh7x-H 
JP7 7-M. 4-y^f;WJl//\* ; E'fJ|/-7i-;i'7Jl'77-il'S, 

15 4-y7/-7x-M;i/7 7-;H, 4-b'j7Jl/tD/5 1 Jl'-7x 
-^7^7 7- JH» 4-7JWn-7i-Jl'7Jl/77-JH, 2-7 
Jl/^-p - 7 x-^X;P7 7^-)Vm. 4 -/fJl/*;^-^-7x-Jl/7 
^7 7-iH> 4-/?J^Jl/*ZJK7i-^7Jk77^JH, 4- 
^7/^^7 5 / If^t + y-7i-J|/7^77-;H> t! U 4 

20 -<JP-7Jl'77^iH> lfUy>-3-fJ!/-7Jl/7 7-;H, 6- 

^ h^r-> - try vy- 3 -^^-7^77-^1. 6 tr y 

> - 3 -^;i/-7^77-WS5i;j9 : SL^ 0 
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ftWfcte, 00 A « 

3 - (4 - * h + >'-7x-;^Jl/7 7-Jl/) - 6- (4H - [ 1 , 2, 

5 4] h u 7!/-;p- 3 --r ;p) - n - (^7 7-^- 2 --op ) -2- 
if u 5* > a ;p h\ 

3- (4-7J^D-7i-HJl'7 7-W -6- (4-*^)V-4 

h- [i, 2, 4] h u 3 --f — N — (4 

10 3 - (4-7^0-71^^X^77-^) - 6 - ( 4 H - [ 1 , 2, 
4] h'J7!/-Jl/-3-'fJ|/-7Jl'7 7-;i') — N — (4-^^;U-^ 

ry-;i/- 2 --r - 2 - tru b\ 

3- (4-7ii/tn-7i^ji/x;i/77-^) -6- (i-^^;u--r 

2 - ^ )V- 7s)l7 7—)V) -N- (4 - *?fr-?7*S— 

15 2 --f ;u) - 2 - tru ^>^;i/#^^5 h\ 

3- (4-7j^n-7i-ji'XJi/77-^) -6- 

h-x h7 5 ;Hx;i/77-;i/) -n- (4 -^?;i/-5=- 

7i/-;w- 2-^/10 - 2 — t? u v>;*7;i/tf *+>-5 h\ 

3- (~># n^^Tju? - 6- (4H- [1, 2, 4] h 

20 U7 , /-;i'-3-^J!/-7^7 7-^) — N — (4 - /f Jk-f 

;u-2-^;u) - 2 - tfu ^>#;u 5 b\ 
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3 - (4-7MD-7i-;^JV77-W - 6 - ( 4 H - [ 1 , 2, 
4] h U 7 V~)V- 3 -J)V-X)Vy t-)V) -N- ^7 S /-)V- 2 

3 - &7*S-)V- 2 --fJl/-XJl'7 7^) - 6 - (4 H- [ 1 , 2, 
5 4] - h U -7»/-;P- 3 — N — (4-/^-f7 , /->-2 
- 2 - bf U 3? 5 h\ 
3 - (2 -7Jl'tD-7i-H;i'77-^) - 6 - (4H - [ 1 , 2, 

4] - h u 7V-)V- 3 --r;i/-x;i/7 7-^) — n — &7V-)V- 

2- -i*;i/) - 2 -t!U5>>#;n?*ij-5 b\ 

10 3 -7i-;i/X;P7 7-JH 6 - (4H- [1, 2, 4] -h»J7V — 
;V- 3 --f )1-7>)V7 7-JV) — N — (?7 > /-;l'- 2 -2- 

3- (4-7KU-7i-W4 1 i/) -6- (4H- [1, 2, 4] 

h y 7V—)i- 3 --f ;i/-x;P7 7~;w) -n- (3 l 7V-)V- 2 --f 
15 ;p) - 2 - t?y v>*;i/^^it5 h\ 

3- (4-n + y-7i-JMfMJk77^^) -6- (4-^^ 

;i/-4H- [1, 2, 4] h y 7v'-;p- 3 ;i/-7s;i/7 7~)D - 
N- (^77-;K2-fW - 2 - try i?>*;p#*u-5 h\ 

3 - ( 3 -7JWP-7i-Jl'XJl/7 7-^) - 6 - ( 4 H- [ 1 , 2, 

20 4] i> u 7 7-;p- 3 -'f;i/-x;P77- -n- (^7v*-^-2 

3 - ( 2 , 4 -V~J)\,-*U- 7 x -;|/7n^7 7 - 6 - (4 H- [ 1 , 

2, 4] h u 7V-)V- 3 --r;u-x;P7 7-^) -n- &7V—)V 
-2 --op) - 2 - tfy s>>#;p#*ir* h\ 
25 3 - ( 4 - y)V^ru - 7 x^;U7n;P7 7-^) -6- (5-^^;i/-4 
h - [i, 2, 4] h y r y /-)V- 3 --f ;p-x;P7 7-^) - N- 
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7V-)V- 2 - 2 - tf u pyftjvft^its. 

3- (4-y7;-7xZJMJV77-;i') -6- (4H- [1, 2, 
4] h'J77-iK3-^f;l/-XJl/7 7^) — N — (?7V-Jl/-2 
--f;i/) - 2 - tf U i?>%)V7$3rD-$ h\ 
5 3- (tf U S>>- 4 --f ;i/-X;V7 -6- (4H- [1, 2; 

4] bV7V-)l- 3 )l-Z)\,7 7~)l) — N — (f7 i ;-^-2 

--Hi/) - 2 - tf u s?>*;p^^ij-5 h\ 

3- (4-7MD-7i-^^77-JH -6- (4H- [1, 2, 
4] >U7 , /-;i/-3-'fJl/-7^7 7-;!/) — N - (3^77d [5, 

io 4-b]tru^>-2--r;p) - 2 - tf u^>#;i^*iris h\ 

3 - (4-^ ^y-7irjVX^77-;i') ~6 - (4H - [1, 2, 
4] h'J7y-jl/-3--fJl/-7Jl/7 7-^) -N- (4-* 

^-f7 i /-;i/- 2 - 2 -tf u v>^;i/^^if 5 f> 
3- (4-7-fe^;p-7x-;i/x;i/7T-;i') - 6 - (4 h- [ 1 , 2, 
15 4] h u 7V—fr- 3 -<;i/-x;V7 7-Ji') -N- (^7y-;i/-2 
-<f;io — 2 — tf u )v# 

3 - (ft7i>- 2 -1 )\>-7s)\s7 7~)V) - 6 - ( 4 H - [ 1 , 2, 

4] h u 7 7-jv- 3 --r -n- (^77-^-2 

-010 - 2 - tf U 9 J >%)Vi£*V^ h\ 
20 3 - (4 -^ h^y^5 : Jl'-7x-Jl/XJl'7 7-JV) - 6 -(4H-[ 1 , 

2, 4] h u 7V-)v- 3 --r;w-x;U7 7~;io -n- (f77-^- 

2--f;i/) - 2 - fcfU V>j])V$*V^ 
.3- (4-7J|/tD-7i-Jl'X;i/7 7-JI') -6- (5-/^;i/-4 
H- [ 1 , 2 , 4] h'J77-Jl/-3 7-)V) -n- (5F 

25 77D [5, 4-b] tf U *?>- 2 -2-t'Jy>5tjM^f 
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3- (4 - t^fr-y x.-)VX)V7 7-)V) -6- (4H- [1, 2, 
4] hVT>J-)V- 3 -^ — N — (4-*h*~>* 

3^-^77*-^- 2 --f ;w> - 2 -tf'j s>>#;n?*u-5 H» 

3- (4 -9UU-7 3L-;VZ)V7 t-)V) -6- (4H- [1, 2, 

5 4] hU77-;i/-3-^;v-x;P77^;i') -n- (4— 
f^-fjy-;!/- 2 ->r;io - 2 - tf.y 5?>*;p#*"iJ-5 b\ 

3 - (4 - 7^0-71^X^77-^) - 6 - (3H - [1, 2, 
3] h U 7V-)l- 4 — r;U-X;P77-;P) - N — (f7 1 /-Jk-2 

--r;i/) - 2 - tru^v*;!/^^^^ h\ 
io 3- (4 -^^;i/x;i/7jN-;i/-7x-;i/x;U7 -6- uh- 
[i, 2, 4] h y 3 --r;w-x;i/77-;p) -n- (^7 

2 - 2 - tf u 5?>7j;i/tf*ir5 h\ 

3 - (4-* h + y-7i-^^77-W - 6- (4H - [1, 2, 
4] h U 7\T-)V- 3 -^^-7^77-^) — N — (5-kFo + y 

15 ^r;v-r7y-;i'-2-'f;i/) - 2 - tf u i?>%)V$*D-s. h\ 

3- ( 4 - 7)V3ru - 7 x -;i/X;U7 7-^) -6- (5-^h**>^ 
5P;U-4H- [1, 2, 4] h'J7 1 /-Jl/-3-^Jl/-X;P7 7-^) 

-N- (f77-^-2-^ji/) - 2 - try 5>>#;i/#*u-* h, 

3- (6 -*?)V- fcf y 3 --f ;U-7>;P77^^) -6- (4H 

20 - [1, 2, 4] h y 7V-)v- 3 --r;i/-x;P7 7-^) -n- (5 1 
7V-;u- 2 -^r - 2 - try v>7j;p#*-y-a b\ 
3- (4-^^5 L ;i/*;UA^<;u-7x^;ux;i/77-;w) -6 - (4 
h- [1, 2, 4] h'j7V-;i/ - 3 --r;i/-7s;i'7 7-;u) -n- 
7V-)V - 2 - 2 - try >>>#;u#*ir5 h\ 

25 3 - (4 -hU7;Wn/f J|/-7x-jMJP77-^) -6- (4H 

- [i, 2, 43 h y 77-^- 3 --r;p-7s;U7 7-;u) -n- 
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3- (4 -^9 1 ;i'^;uA ; E-i > ju-7x-;i/x;i'7 7^;i') -6- (4h 

- [1, 2, 4] h U 71/-JI/- 3 Jl/-X;i/7 — N — (5 1 

7 7-^- 2 - - 2 - tf u ^>*;^^^it^ h\ 

5- 3- (kFD^yIfJW+y-7ir;MJV77Hj|/) - 6- (4H 

- [1, 2, 4] h U 7V-)V- 3 - < ;i/ - X 7 7~)V) - N - (5 1 

7 7-;k 2 - 2 - t°u F, 

3 - (4 - * h^->- 7i-JMJl/7 7-)l) - 6 - ( 4 H - [ 1 , 2, 
4] hU7'/~)V- 3 )V-X)Vy 7=-)l) — N — (5-v*5P^7 
10 5/^^-f7y-Jl/-2-^;|/) - 2 - tf U # *1fS. h\ 

3- (4-^/^75/IfJl/t+y-7x-jM^77-JH -6 

- (4H- [1, 2, 4] h'J7y-JH3-^jl'-7^77-M - 
N- (^7V*-;P- 2 ;io - 2 -tfU^>#;i^*lr=- b\ 

3- (4-kFD^ylfJh7i^X*77-il') -6 - (4H- 
15 [1, 2, 4] h U 7 7-Jk- 3 -<;P-7;i/7 7-)l) -N- (^7 

2 --r ;io - 2 - t°u v>^;u^^r-y-5 b\ 

3- (4-^5 : J|/XJl/7 7 ; E^f-7i-KJl/77-A) -6- (4 
H- [1, 2, 4] h U7 1 /-^ - 3 )V-7s)V7 7~)V) — N— 

7\/-ju- 2 — 2 — tf u s?>#;i/ b\ 

20 3 - (4 -^^fJWMt^Jl'-7x-;i/XJl'7 7-Jl') - 6- (4 
H- [1, 2, 4] h'J7'/-^-3-^^-X^77-;i') — N — (-f 
V*W-)V- 3-^ )V) - 2 - k° u > ? >*;i/^^-9-5 h\ 
3- ( 4 — t FD^y-y^ D y \ + yJl'Xjl'77-il') -6- (4H- 

[i, 2, 4] h u 7>/-;u- 3 --r;i/-7s;U7 -n- (5f7 
25 »/-;u-2 T -f;u) - 2 - tru b\ 

3 - (4 -7Jl/tn-7HJl/7il/77^W - 6- (4H-[l, 2, 
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4] bV7V-)V-3-<f)V-Z)V77-)l) -N- (tf'J^v>-3 

-j)V) - 2 - tru > ? >*;u^+it5 h\ 

3 -. (tf 75?>- 2 --r;l/-X;P7 7-;i/) - 6- (4H- [l, 2, 
4] h U7y-;P- 3 — N — (^7^-;i/-2 

5 --f ;p) - 2 - tf u ^>*;i/^+#$ h\ 

3- (6 -*5P;i/-tfU i?>- 3 - 6- (4H 

- [i, 2, 4] h u 7 7-;i/- 3 --f ;p-x;U7 -n- (tf 
^v>-2--r;i/) - 2 - tf u b\ 

3- (6 - *?-)l-\dVi?>- 7-JV) -6- (4H 

10 - [1, 2, 4] hU77-;i/-3-f;l/-X;V7 7-M -N - (4 
-^f;i/-5 1 77-JV- 2 - 2 - tf U > ? >^;i/4?^U-5 h\ 

3 - [ 4 - ( 1 - t HP^i/IfJl/-7i-JM;V7 7-;V)] - 6 - (4 
H- [1, 2, 4] h'J77-^-3--f;v-7;i/7 7^) — N — (3=- 
7 % /-)V- 2 - 2 - tru h\ 

15 3- (6 -*?-)],- \Z U v>- 3 --f -6- (4H 

- [1, 2, 4] h U 7 V — 3 — -f )l- X)ly 7 -N- (2 

-^f;p-f7v'-^- 4 --r ji/) - 2 - tf u ^>^;p^^its b\ 

3- (4-^^fJl/^JWt'f^-7i^X;P77^) -6- (4 

h- ci, 2, 4] h u tv-)v- 3 --r;u-x;u7 - n- (2 
3- (6 tru v>- 3 7-;i/) -6- uh 

- [1, 2, 4] h U 7l/-;U- 3 -^)V-7s)\>7 7~)V) — N — (4 

-^h*'>^fii/-f77-;i'-2-^w - 2 - if u > ? >^;i.^+-y- 

25 3 - ( 1 -t^JV- 1 H-t" b?V—)V- 5 -^^-7^77-^) - 
6- (4H- [1, 2, 4] h'J7 7-Jl/-3-fJl/-XJl/7 7-;i') 
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— N — i^7V-)V- 2--i JV) - 2 - t!'J v>>#;i/#*U-.$ h\ 

3 - (4 - t FD^yIfJl/t+y-7xZJMJl'77^^) - 6 - (4 
H - [1, 2, 4] h U 3 --f;i/-X;i/7 7-;l/) -N- (-f 

y*u-7-;i'- 3 --r;io - 2 - tf u 5>>#;w#*ir$ b\ 

5 3- (4-^7f^7$/im^y-7x^MJV77^) -6 

- (4H- [1, 2, 4] h'J77-Jl/-3-'f^-X;|/77-^) - 
N- <-f V*U-7-;i'- 3 --OW -2-K'J5?>*^msl«, 
3- (4-7JWD-7irj^;P77^) - 6-7i/^y-N- 

(4-/fJl/-f7^/-;i'- 2 ->f ;W- 2 - fc!U 5>>#;H**U-$ F> 
10 3- (2-^7DD-7i-iW5 : j|/-75;) -6 - (4-*^;i/-4 
H - [ 1 , 2 , 4] HJ 7 7-JV- 3 -f;i/-X;i/7 7-JV) — N - (4 

-/^-^7y-jv- 2 -<f ;io - 2 - tf u v>#;i^*-t>-5 h\ 

3, 6-tTX- 2~4 )V-7,)V7 -N- (4-* 

?;u-?77-;p- 2 -4 )V) - 2 - tf u v>#;i^*-tf-s- 

15 3, 6 -EX- (4-7JWD-7irJWJl^77-W - N - (4- 

^f;i/-f7y-;K 2-4 )V) - 2 - tru >#;u#*ir 5 b\ 

3, 6-tfX- (f7y-Jl/-2-fJV-XJl/7 7^W — N — (^7 

7-;i/- 2 -4 )V) - 2 - tfu ^>#;i^*tr$ h\ 

3, 6-b'X- (5-*5P;U- [1, 3, 4] ^7^77-^-2-^ 

20 7-;p) -n- (^77-;p- 2 --r jw -2-tfu> 5 >* 

3 - (4 - * hty-7x^X^77-JP) - 6- (4H- [1, 2, 
4] h U77-JU- 3 -4 )V-X)\s~7 7-)V) — N — (5-*5P^-? 
77-;P- 2 - 2 - tf U ^>#;i>#*lr$ h\ 

25 3 - (4-^h + y-7x^X;i'77-^) - 6- (4H- [1, 2, 
4] h U 7 7-^- 3 -4 JV-Xfr? 7-)V) -N- (4 V+U-7— ;P 
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- 3-^)1) - 2 - tf U zS>%)Vtf*D-S. b\ 

3 - (4 h^y-7iZJV7^77^;i/) - 6 - ( 4 H - [ 1 , 2, 
4] h'J77-^-3--fJH7Jb7 7-JV) — N — ([1, 3, 4] ? 

7-?7*/-;i'- 2 - 2 - eu ^>*;i/^^u-5 b\ 

5 3 - (4-* h=ry-7i-H^7 7- JV) - 6 - (4 H- [ 1 , 2, 
4] h U7»/-;P- 3 --OV-7JI/7 -N- (Cl, 2, 4] - 

f7yjy-iV- 5 --f ;!/) - 2 — tf u v>^;i/^^-y-5 b\ 
3 - ( 4 h^y-7x-Jl'7Jl/7 7^Jl') - 6-(4H-[l,2, 

4] hiJ7 i /-;i'-3-fji/-^77^) -N- (4-^5=-;u*;w 
io #-;i/-^7\/-^- 2 --f;w - 2 -if u^>*;p#+ij-5 F» 

3 - (4 h + y-7xr;PXJl'7 7^) - 6 - ( 4 H - [ 1 , 2, 
4] h l J7 l /-JV-3-^JV-XJl/77-Jl') -N- (tfU5v > >-4 

--r;iO - 2 - tf u ^>#;i^*tr=- h\ 

3 - (4-* h^y-7iZH^7 7-;P) - 6 - (4H - [1, 2, 
15 4] h'J7 , ;-Jl'-3-'fjHX^7 7-il/) -N- (K'Jy>-2- 

*r;p) - 2 - tf u -7 >#;u# h\ 

3 - (4 h + y-7l-JRJl/7 7^) - 6 - (4 H - [ 1 , 2, 
4] h U 7l/-;i/- 3 --f 7 -JI/) -N- (5-Ih + y* 

;i/^-;u-^7y-;i/- 2 -<;io - 2 - tr u ~7>#;i^*-ti-$ h\ 
20 3- (tf ij > f >- 3 --r t^;u) - 6- (4H- [i, 2, 

4] h u 7 7-jp- 3 --t;p-7.;p7 -n- (^7 7-;i/-2 
- 2 - tf u > ? >*;i/^+u-5 h\ 

3- (6-/b^y-f'J^>-3-f^-7;i/7 7^^) -6- (4 
H - [ 1 , 2 , 4] h U 7 7-/1/- 3 -<J|/-7Jl/7 7-;i,) -N- (5P 

25 77-;p- 2 --r;u) - 2 - tf u -7>;&;i/#*u-s H, 

3- (tf U > J >- 3 - ;U - TJl/ 7 7 - 6- (4H- [1, 2, 
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4] bV7-*/-)V- 3 -4 )V-X)V7 -N- (4-*h*«>* 

?)V-?-7\r-)V- 2 --ov) - 2 - tru *s>ij)V#*iirs. h\ 

(4-^fJl/-4H- [1, 2, 4] 
h U 3 -<jl/-X;V77-^) — N — (^7 % /-;p - 2-r;i/) 

5 - 2 - lfU5?>*;W3H**$ h\ 

3 -7x-J^J|/7 7-JMf;i'- 6 - ( 4 4 H - [ 1 , 2 , 

4] h U 7 X J-)V- 3 -<f 7-^) -n- (^77-;w-2 

--r;p) - 2 - tru h\ 

3-7i-JMf;i/-6- (4H- [1, 2, 4] h'J7^-^-3- 
10 )1>-Z)17 7~)l) — N — (?7y-^-2-fjP) -2-tfUv> 

3- (4-7WP-7i-JW^) -6- (4H- [1, 2, 4] 

h u 7V—fr- 3 -< 7^;p) -n- 2 
;io - 2 - tru v>#;u#++j-$ 

15 3- (4 -J?^^7 5 ;ifJP-7i-^X^77-M -6- (4 
H- [1, 2, 4] h U 7l/~;P- 3 )V7,)V7 r-fr) — N — 

7^-;k 2 --r;i/) - 2 - tru v>#;i^*it5 b\ 

3- (4-^/f^7$y/^-7xZM;i/77^) -6- (4 

... . h- [i, 2, 4] h u 7 s /-)\- 3 --r;P7>;P7 7~;u) -n- 
20 . 7y-;k.T 2 --f ;io - 2 - tru v>#;u#*-y-5 b\ 

3 - (4-* h^i/- 7xn;PX;U7 7-;P) - 6 - (4H- [1, 2, 
4] MJ7V-JV-3-^^7^7 7-^) -N- (^7l/-;U-4- 

-oio - 2 - tru > ? >^;u^^it5 h\ 

3 _ (4 - ^/fj^j|,;tt^jBfj^^y-7i-;l/7Jl'77-W 
25 -6 - (4H- [1, 2, 4] h U 7 - 3 - -f ^7. ;P 7 7 

-N- (^7l/-;P- 2 -4)V) - 2 - tf U ^>*;U#+*5 b\ 
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3 - (4 - * h + j/-7i^l/XJV77-W - 6 - (4 H- [ 1 , 2, 
4] h U 7V-)V~ 3 )VZ)Vy 7~)V) -N- (4-tHD + yl 

?fr-9-7*/-)v- 2 --r;p) - 2 - tf u > ? >*^^^-y-5 b\ 

3- (6 -*7)),-\ZVV>- 3-^ )VZ)VyT-)V) -6- (5-k 
5 FD^y-4H- [1, 2, 4] h U 7 - 3 - ;|/X;P7V 

-N- - 2 ;|/) - 2 - If U > J >*^^ + ^5 h\ 

3- (6 h^->*;i/#-;i/- tf u> ? >- 3 --fM;i/7r-Ji') - 

6- (4H- [1, 2, 4] hV7V-)V- 3 )V7s)\s7 T-fr) ~ 

n — (f7y-;i/-2--fW - 2 - try ^>#;i^*tr$ 

10 3- (4-y/?^7$;ifJW*y-7i-H^77-M -6 

- (4H- [1, 2, 4] hU77-^-3-^JP7^7 7-iV) — N 

- ([1. 2, 4] ?7^77-Jl/-5-^;i/) - 2 -if y 
its b\ 

3- (tf 'J 5 v>- 5 --<;PX;P7 7-;j/) - 6- (4H- [l, 2, 
15 4] h U 7V—JV- 3 -n- (^77-^-2- 

-r;w - 2 - tf u ^>*ji/#+u-a b\ 

3- (6-kFD^y^^-kMj^>- 3 -^^ J y 77 -j| / ) - 6 

- (4H- [1, 2, 4] h'J7 , /-^-3--fJMJl/7 7-^) - N 

- (3-~7V-)V- 2 )V) - 2 - tf'J v>#;P#*1j-5 b\ 

20 3 - [4- ( 1 tfD U V>- 3 . --f )V*3r*s) -7i-JP7 

^7 7-^] - 6- (4H- [1, 2, 4] h 'J 7 % J-~)V- 3 

;i^7 7-;i/) — n — (f7 , ;-;H2-'fjp) - 2 - tf u vyfDVtf* 
-y-5b\ 

3- ( 6 tf u s>>- 3 -^t)V7s)vy 7-;i/) - 6- uh- 

25 [1,2,4] h y 3 --r;ux;u7r-;i/).-N - ([1, 2, 

4] ^7^7V-;U- 5 --HI/) -2-HUy>*;i/^ + t5 
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3- (4-y^H$yi5 1 jmy-7i^HJl'77^) -6 

- ( 5 4H- [1, 2, 4] h U 77-;W- 3 -4)V7>)V7 
7~)V) -N- ([1, 2, 4] ?7i?TV-)V-'5-'()V) - 2 - M U 

5 3- ( 1 6 -*3\>P- 3 y-;i/) - 

6- (4H- [i, 2, 43 h ur7-;p- 3 --r;i/x;i/7 7-;i/) - 

n- (^77-;u- 2 ;u) - 2 - tfU 5?>*;i/aH*U*S F, 

3- (4-^lW$;i5 1 Jl/t + >'-7i^X^77^) -6 

- (4H- [1, 2, 4] h U 3 - 1 )VZ)l7 T =.)V) — N 
10 - (f7y-^-2-<W - 2 - fc!U h\ 

3 - (4 -If P'J^/XfJ^+y-7x-Jl'7JP7 7-il/) - 6 - (4 
H- [1, 2, 4] h'J7y-JV-3-^^;i/7 7-;i/) — N - 
TV-)V- 2 —4 )V) - 2 - If U b\ 
3 - ( 6 -y^f^75 / X^JP^-^v- If U S?>- 3 --f )VX)V7 7 
15 -6- (4H- [1, 2, 4] h'J7^/-^-3-fj|/X;i/7 7 

-)),) — n — (^7 7-;u- 2 - 2 - tfu 5>>#;p#*tf5 h\ 

3- (e^7-;W- 4 -^j^Jl/7 7-Jl/) - 6- (4H- [1, 2, 
4] h U 7 7-;W- 3 --Ol/TJl^ -N- (^77-^-2- 

-OiO - 2 - tf u ^>*jwjj?+-y-5 h\ 

20 3 - (4 -y^f^7$;xfJW + y-7i-JMJl/77^W -6 

- (4H- [1, 2, 4] h U 7V~)V- 3 - >f )V7s)l7 7-)V) -N 

- (3-^^;P- [1, 2, 4] f7^7y-JI/-5--fW -2-tf 

3- (4-iJjP/t : E^^fj^+y-7iZHJl'77-*) - 6 - 
25 (4H- [1, 2, 4] hV7V-)V- 3 )VX)V7 T-fr) — N — 

(5=-7 7-;p- 2 ->r;p) - 2 - tf u >?>*;u^^-ti-5 b\ 
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3- (5 -7*0^- 6 -*^;P-fc!U$>>- 3 frX)Vy t-)V) - 
6- (4H- [1, 2, 4] h U 7V-JV- 3 -*i )V7,)V7 7-)V) - 

n- (?7;/-;i/- 2 - 2 - try s?>*;p#**5 b\ 

3 -[4 - (2 - k KD + '>I^-7zr;^77-iP)]- 6 - (4 
5 H- [1, 2, 4] h'J7y->-3-'f;^;V7 7^l/) — N — (3 
[1, 2, 4] -9-7 5 --f;P) -2-tfUv 

3 - [4 - ( 2 - t HD^->IfJl/-7x-J^;V7r^JP)] - 6 - ( 5 

- *9)V- 4H- [1, 2, 4] h'J7 , ;-^-3-fJkXJV7 7-JV) 
10 -N- (3-^^jV- [1. 2, 4] -f7y7^-Jk-5--fW - 

2 -if u z?>%)V#*its. b\ 

3- (try s? >- 3 -<;i.x;u7 - 6- (4H- [i, 2, 4] 

h 'J7V-JI/- 3 -^^^77-^) - N-(3-^^;p-[l, 2, 

4] -f7y7y-^-5-<M - 2 - try v>#;i^*trs h\ 
15 3- ( 6 - tf y v>- 3 ;ux;i/7 t^^) -6 - (4H- 

[1, 2, 4] h'J77-JP-3-^Jl/X;i/7 7-^) — N — (3-* 
3^- [1, 2, 4] -f7'77 1 /-;V-5-'f;i/) -2-KU5?>* 

3- (4-y/5 1 ^7$;ifM+y-7i^Jl/7^77^;i') -6 
20 - (4H- [1, 2, 4] h 'J 7V-)V- 3 - 4 )V 7, )V7 7 ~ )V) — N 

- {97 'Ju [5, 4-b] try S?>- 2 - 2 - 

3- (6-/fJl/-lf'Jy>-3-fJl'X^77^W -6- (5-/ 
fJH4H- [1, 2, 4] h 'J 7V*-;U- 3 -^^7,^77-^) - 
25 N — (3-*5F;U- [1, 2, 4] - 97 i> 7 - 5 - -f ;I0 -2 

8 2 



WO 2004/081001 



PCT/JP2004/001568 



3- (6-^^-t:u^>-3-'f;i/x;i/7 7-JV) -6- uh- 

[1, 2, 4] h U 7V-)l - 3 -^^JV77-^) — N — ( C 1 , 2, 
5] S ?7 5?7*/-)V- 3 - 2 - tf U ^>#;W#3r1r^ b\ 
3- (2, 3-i?bHD^>>;77>-5-fJl/XJV77-;V) -6- 
5 (4H- [1, 2, 4] HJ 7V-)V- 3 --f ;WX^7 — N — 

(?7V-^- 2 - 2 - tf U =• h\ 

3- (6-^^;p-tfu> J >-3--r;i/x;i/7y^;i/) -6- uh- 
[l, 2, 4] h u rv-fr- 3 -^;ux;W77-;p) -N- (3-*h 

[1, 2, 4] - ; ?7i?7V-)V- 5 -^f;W) -2-KU3?>* 

io h\ 

3- (6 -*3^-tfu s?>- 3 --f;ux;u7 7^;p) -6 - uh- 

[1, 2, 41 h U 3 -<;px;V7 -N- (3—> 

7D7ntf;u- [1, 2, 4] -?7V7V-)l- 5 --r;i/) - 2 - tf 

15 3- (4-y^?JV75;i?J^ + y-7i-^X^77^^) -6 
- (5-/^-4H- [1, 2, 4] h U 7 7-^- 3 -^7^7 
— N — (3-*3^U- [1, 2, 4] f7^77-^- 5 --f 
;U) - 2 - tf U V>j])ltf*D'* N\ 

3- (2-7;i/*P-tf 'Jv> - 4 --1*^X^7 - 6- (4H 

20 - [1, 2, 4] h U 7V-)V- 3 --f )V7,)V7 7-)V) — N — (^7 

y-;u-2--r;i/) - 2 - tf u b\ 

3- ( 2 h^^- bf u 5 > f >- 5 --r;i/x;i'77-;u) - 6- (2 

H- [1, 2, 4] h U 77-JH 3 --<;U7;P7 7 rJlO — N — (if- 
7 7-J1/- 2 --f )V) - 2 - tf U 3?>*;W# + 1^5 b\ 
25 3 - (6 -^5 L ;i/-tfU^>-3--1 , ;P7s;i/7T-;i/) -6 - (5-* 
^-4H- [1, 2, 4] b U 7V~)V- 3 --fj|/X;i'77-;i') - 
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N- ([ 1 , 2, 4] ^5-7i?7V-)V- 5 -A )V) - 2 - tf U i?>%)V 

3 - (4-fc h*D^yl5 1 Jl/t^y-7x^Jl'XJV77-;l') - 6 - (4 
H- [1, 2, 4] h U 7V-)l- 3 --l';PX;U7 -N- (3 

5 -*=f-)V- [1, 2, 4] -f7^7V-JH5-^JH - 2 - t! U i> 

3 - (4-yIfJWJWHJ^fjl/t*'>-7i-HJl/77-^) 
-6 - (4H- [1. 2, 4] h U 7V-JV- 3 --f ;i/X;i/7 7-^) 
-N- (?7 7-JV- 2 -2-K»J^>*M*t5H, 
10 3- (6 —>7 □T'n tfJU- fc!U 3 ;P7JU7 7~;W -6- 

(4H- [1, 2, 4] hU7y-;i/-3-^;^;i/7 7-;i') — N — 

{J-7V-)V- 2 --f ;v) - 2 - H'J h\ 
3- (6-^^-b!'J^>-3-^MJV77-;V) -6- (5-* 

f;p-4H- [l, 2, 4] h u T % /-;i/- 3 --r ;ut,;v7 7-;u) - 
15 N- (f77-^- 2 --HI/),- 2 - tru >^>*;p^^u-5 

3- (6-^^;u-tfu^>-3--r;wx;>7 7-;p) - 6- (tf^v 
4 --opx;W7 7 - n - (f77-jp- 2 ;u) -2- 

tf U <7>:&;i/#*tr$ h\ 

3- ( 6 -x tf u s?>- 3 --f ;i/x;U7 7-;w) -6- uh 
20 - [1., .2, 4] h u 7 N /-;i/- 3 ;i/x;i/7 7-;i/) -n- (3- 

*9 t ;i'- [1, 2, 4] -f7^7 , /-^-5-'f^) - 2- h°'Jy> 

3- (4-y^^75/XJ^-Jl'-7x-^XJP77-^) -6- 
(4H- [1, 2, 4] h U 7V-)V- 3 ;i/X;U7 7 -N- 

25 (?7V-)V- 2 - 2 - tr u ^>#;i^*ifs b\ 

3- (5 -7;p^-o- tf U v>- 3 -<jVX;i/77-;i/) - 6- (4H 
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- [1, 2, 4] h >J 7V-)V- 3 --r;UX;W7 T~)\>) — N — (3- 

[1, 2, 4] -5^7 y7 7-JH 5 -2-tfUv> 

3- (2, 3 -^h Ka^>^77>- 5 -4 )VZ)V7 7-))') -6- 
5 (4-H- [1, 2, 4] h U 7 3 --f 7 -)V) — N — 

(3-*^- [1,"2. 4] -f7y7 > /-il'-5-fjl/) - 2 - tf 

3 - (4-p< h^y-7zZJ^;V77-;p) - 6 - (4H - [ 1 , 2, 
4] hU7y-JP-3--f;i/X;i/7 7-Jl') -N-([l, 2, 4] h'J 

io yyy- 3 --f ;w) - 2 h, 

3 -(4-*J«^y-7i-H^77-J«- 6 - ( 5 1 , 

2, 4] h'J77-;K3-<J^;V7 7-^) -N- (3-*^)V- 
[1, 2, 4] -5^7 5?7 5 --f ;P) - 2 - tf U *?>*l)Vtf* 

15 3- ( 6 -X h*is- fcTU > ? >- 3 ->f JUX;P7 7^^) -6- (4H 

- [1. 2, 4] h >J 7V-)V- 3 --i)l7,)Vy 7~)V) -N- (If 5 

^>-2--r;u) - 2 - tf u z?>%)i-#*Dr$ h\ 

3- (-rs^v- [1, 2 -a] - tf u 6 ->r ;P7s;i/7 

-6 - (4H- [1, 2, 4] h l J77-;l/-3-<Jl/X;V7 7-;i') 
20 -N- [1, 2, 4] -j-yvr V~)V- 5 --r;p) - 

2 - tf u > ? >*;p^^+>-5 h\ 

3- (2-^^;u-tf u^>-3-^;i/x;U7 7-;i/) -6 - uh- 

[1. 2, 4]>'J7y-;i/-3-^Jl/7^7 7-M -N- (3-* 
3^- [1, 2, 4] -f7^77-JP-5-^W - 2-t!U5?>* 

25 ji/#*u-5 h\ 

3 - (4 - > h + y-7i^Jl/X^77-^) - 6- (4H- [ 1 , 2, 
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4] h U 7\f-)V- 3 --i)lX)Vy 7 - N — i^TVu [4, 5 

-b] tf U V>- 2 --f )V) - 2 - tf U v>*^^^^5 h% 
3- ( 5 -*?)V- tf U 3 -<1)VX)lr7 7~)V) -6- (4H- 

[1, 2, 4] b 3 — N — (3-* 

5 [1, 2, 4]- -f7^7l/-JH 5 -<i)V) - 2-t!UV>*' 

3- (4, 4-y7JI/tD^fj^=t : y-7i-H^77-il') -6 

- (4H- [i, 2, 4] h u 3 --r;i/x;P7 -n 

- (\Z?y>- 2 -"010 - 2 - tf U + b\ 

10 3- (6 -*3=-;i/-b?U >^>- 3 --f;i/X^7 7-^) -6- (4H- 

[i, 2, 4] h u 7V-)V- 3 7-;i/) -n- (i-* 
f^-iH- [i, 2] - tf 7V-)i- 3 - 2 - t°u v>#;i/ 

3- ( 6 - b H D~>^x^;b- tf U S J>- 3 --f;p^;P7 t~)V) -6 
15 - (4H- [1, 2, 4] h>J7 > /-Jl'-3-'fMJP77-Jl/) — N 

- (3-*5P;i/- [1, 2, 4] -?7^7y-jy-5-fW -2- 

tf y v>#;i^ h , 

3- (4-7atD-7l-;U^77-^) ~_6 - (4H - [1, 2, 

4] h y TV-)V- 3 --f ;ux;W7 — N — (l-^f;i/-lH 

20 - [ 1 , 2 ] - tf 7 - 3 -4 )}/) - 2 - tf U + 5 F , 

3- (2 -*3^-«r 5^*7- [1,-2-a] - tf U v>- 6 --T;|/X 
^7 7-JP) - 6- (4H- [1, 2, 4] h U 77-^- 3 - -f )V7s 
)V7 7-)V) -N- (3-^?;P- [1, 2, 4] -f7^7 7-^- 

5 - 2 - tf u s?>#;i/#*+rs h\ 
25 3- ( 6 - tf u vy- 3 --r -6 - uh- 

[1, 2, 4] h'J77-^-3--f;M^77-W — N — (3-b 
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FD^^^fJK [1, 2, 4] -^7 5>T*/—)V- 5 -4 )V) - 2- 

3- [4- (2-kFD + M?j|/) -7i-^^7 7-;H - 6 - 
(4-/f^-4H- [1, 2, 4] h'J7y-JK3-^jUJV7 7 
5 n;|/) -N- (3-^^;i/~ [1, 2, 4] -f7y77-;i/-5-^ 

jw - 2 - tf u ^>#;i/#*ir$ b\ 

3- (6 tf u s>>- 3 --r;vx;v7 - 6- (5-t 

HO + ->-4H- [1, 2, 4] h'J7V-^-3-^J^Jl'7 7-^) 
-N- (3-*5P;i/- [1, 2, 4] -f7^7 , /-Jl/-5-^W - 
10 2 - tf U v>^j;P^^1^5 b\ 

3- ( i i H--r 5 ;ut.;U7 -6 

- (4H- [1, 2, 4] h 'J 7V — )V— 3 — -f )VX)l7 7~)V) — N 

- (3-^^;p- [i, 2, 4] -77i?tv-)v- 5 --r;u) -2- 

15 3 - (3-;* 5^- [1, 2, 4] -bV7Vu- [4, 3-a] - tf 
Uy>-7--fJl/X^7 7-;V) - 6- (4H- [1, 2, 4] hU7 
l /-J|/-3--fJ^^7 7-^) — N — (3-^JP- [1, 2, 4] 
-f7i^77-Jl/- 5 -4)V) - 2 - tf U v>^;i/^^^5 h\ 
3- (l-t + y-6-/fJV-lfUy>-3-'fJVXJI/7 7-^) - 

20 6-(4H-[l,2, 4] h'J7 , /-;i/-3-'f;i/XJl/7 7-Jl') - 
N- (3-*5P;i/- [1, 2, 4] -?7zS7V-)V- 5 --f ;U) -2 

-try v>*;i/^^-tf-5 h\ 

3- (6 -b Ho^v^^^-try v>- 3 -^^7^77-^) -6 

- (4H- [i, 2, 4] h u 3 7-;p) -n 

25 - (3-^5P;i/- [1, 2, 4] -f7y7 i /-Jl'-5-<;H - 2- 
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3 - (4 Y* : y-y x.-)\,7,)l7 t-)V) — 6 — (4H— [1, 2, 
• 4] h U 7 X /-)V- 3 -< )V7.)V7 7-))s) — N — 

-Ci. 23 - t7V-;p- 3 --r;w -2-tru v>*;i/#^^s h\ 

3- (4-7Mn-7i-KJl/77-Jl/) -6- (4H- [1, 2, 
5 4] h >J 7 7-^- 3 -4 )V7s)V7 7 -)V) -N- ( 1 H- [ 1 , 2] 

3- (6 h**>- tfl) v>- 3 ->f -6- (4H 

- [l, 2, 4] mj 7 v*-;p- 3 ;ux;U7t-jv) — N — (3- 

[i, 2, 4] -m?7 x /-)v - 5 --r;i/) -2-tfUv> 
io b\ 

3 - [4 - (lH-<5^7-JHHJV) -7i-JU^77-iH- 
6 - (4H- [1, 2, 4] h'J77-iK3-f;i/X^7 7-Jl') - 
N- (3-*?;U- [1, 2, 4] -?7?7\r-)l- 5 --f;U) -2 

16 3 - (4 h**S- 7i-H^7 7~;W - 6 - (4 H- [ 1 , 2, 
4] h U 7 \T-)V- 3 -^)VX)Vy 7-JV) — N — (1H- [1, 2] 

- tf 7 7*-;p- 3 -4 )V) — 2 — tf u v>#;u#*ir-5 h\ 

3- (6 tf U v>- 3 -fH;i/77-^) -6 - (4H 

- [1, 2, 4] h U 7V~)V- 3 --T;U^^7 T-JU) — N — ( 1 - 
20 1 H-H77-JI/- 3 --r;i/)- 2 - tf U 5 h\ 

3- (6-Xh + y-hfUy>-3--f;MJl/7 7-^) -6 - (4H 

- [1, 2, 4] h'J77-;V-3--f;^^7 7-W — N — ( 1 - 

*?-)V- i h- 3 - -r;i/) - 2 - tru >*>7j;i/^*+i-$ h\ 

3 - (4 - * h + '>^^Jl/-7i-JI/X^77-JP)- 6 - (4 H-[ 1 , 
25 2, 4] h U 7 7-;i/- 3 — N - (l-*^;i/- 
1 H- tf 7 7-iP - 3 --f;w) - 2 - tf U 5>>#;W#*D-5 h\ 
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3 - (4 h^i/-7i^7^7 7-;W) - 6- (4 H - [ 1 , 2, 
4] h U 7V~)V- 3 )V-X)Vy -N- (4, 5-v*5P 

;i/^7i/-;w- 2-^;w) - 2 -tru s^jfr^tf+irs b\ 

3- (4-7J^n-7i-JU^77-^) -6- (4, 5-5>*9=- 
5 JV-4H- [1, 2, 4] h U 3 - 

N- (4 h + ^^fJH^T 1 ;^- 2 -2-lfU> ? >* 

3- (4- (1 h*~>X^Jl/) - 7x-JM^7 7^;V) - 6 - (4 
H- [1, 2, 4] hiJ7 , ;-Jl/-3-fJl/-Xjl'7 7^il/) -N- 

10 7*/-;w- 2--f ;v) - 2 - tfu v>#;i^*ir 5 h\ 

3 - (4-7;^n-7i^X;V77^) - 6- (4H- [1, 2, 
4] h U 7 % /—)V- 3 -*f )V-X)V7 T~fr) — N — 

^^-?7 > ;-;p- 2 --r;io - 2 - tru ?>%)\,#*d-s. 

3 - (4 - * h^y-7i-K^77^^) - 6 - ( 4 H- [ 1 , 2, 
15 4] h U jy-J!/- 3 -*())/- 7s )V 7 7~)V) — N — (5-h'J7;U 

d^W77-;p- 2 --f ;io - 2 - tru ?>ij)V#*i3rs. F, 

3- (4-* h*->-7i-Jl/7^7 - 6- (4H- [1, 2, 

4] h U 7 7-^- 3 -4)l-7)l>7 7-)l) - N — (4-hU7J^ 

d*^;i^7 7-;i<<- 2 --r - 2 - tru s?>;&;p#*ir5 h\ 
20 3 - ( 3 -7)v*n- 4 h^^-7i-;px;i/7 7 - 6 - (4 
h— [1, 2, 4] h u 7 7-;p- 3 --r;i/-7.;W7 7-;p> -n- 
77-;p- 2 --r;i/) - 2 - tru s?>*jp#*if-5 h\ 

3- [4- (1, l-y^Jl/-l-tFD^y^f^) -7i-JM 
^7 7^H -6- (4H- [1, 2, 4] h U 77-;i"- 3 --Ol/- 
25 X^7 7^W — N — &7V-)V- 2 --T^) -2-K"J5?>*;V# 
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3 -(3, 4-97 )l*U-7 x.-)l7,)V7 7~)V) - 6 - (4H-[1, 

2, 4] h V7V—)V- 3 -4 )VZ)V7t-)V) -N- 

1H- [1, 2] - \fy^-)V- 3 - 2 - tf U S?>#;i/#*1f 

5 3 - ( 3 , 5 - i?7JI/tD-7i-*X^7 7=W - 6 - (4H - [ 1 , 
2, 4] h U7l/-;W- 3 -<M;i/77-^) -n- (l-*^- 

ih- [i, 2] - fcr^/-;p- 3 ;h - 2 - t: u v 

3- ( 1 2 -t^v- 2 , 3 - yt hp- 1 H--r > 

10 -5-<;^Jl'77-JH - 6- (4H- [1, 2, 4] h'J77-^ 
-3-<^;V7 7-JV) — N — (1-^^|/-1H- [1, 2] -tf 

3 - 2 - tf U b\ 

3 - (6 -/5 t ;P- tf U 5?>- 3 -7.;P7 - 6 - (4 H - [ 1 , 

2, 4] hU7 > /-;w-3--r;wx^7r-;p) -n- ([i, 2, 4] 
15 h u 7 y p tf u v > - 2 - -< ;io - 2 - tf u s> >#;i^*u-5 h\ 

3 - (4 -Ih^y^J|/-7irjPXJP7 6 - (4 H-[ 1 , 

2, 4] h u 7 3 -< r~)V) - n - o-^;u- 

1H- [1, 2] 3 )l) - 2 - t? U $?>#;U#*tf- 

20 3 - ( 6 -#4V- 1 , 6-ykFD-lfiJy>-3-'fJ^jV77r 
;U) - 6- (4H- [1, 2, 4] h'J7 > /-JP-3-'f;U^7 7- 
;u) -N- (l-^^-lH- [1, 2] - tf 3 --OP) 

- 2 - tf u 5? 5 h\ 

3 - ( 6 h^v- tf U v>- 3 --f )V7,)V7 7-)l) - 6- (4H 

25 - [1. 2, 4] h u rv-fr- 3 --r;ux;u7 7-^) -n- (ih 

- [ 1, 2] - tf 7 */-;!/- 3 — f - 2 - k°U v>^;P^^U-5 h\ 
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3 - ( 4 - t ^D^yXfJ^^^-7x-J^^77^JV) - 6 - (4 
-*5P;l/-4H- [1, 2, 4] h U 7 3 7~)l) 

-N- (1-^?J|/-1H- [1, 2] - tf^y-^- 3 -2 
-tf'J v*>#;l/#*t*-5 K^T&§<t£#l#$Fi;b<, 0!l*.fc£> 3 - (4 
5 -7WD-7I-HJ1/77-JI/) - 6 - (4-^^;p- 4H - [ 1 , 
2, 4] h'J7 > /-Jl/-3--fJ|/-^;i/77-;i') - N — (4-><^;P 
-rrV-JV- 2 --f;P) -2-K|J5?>*M + t5H, 3- (4- 
7J^D-7i^X^77^W -6- (4H- [1, 2, 4] hU 
7 , ;-JP-3-'fJl/-X^77-;V) -N- (5^77-;i/- 2 --f ;u) 
10 -2-t'Jy>*Jl/*^-!t5 3- (4-7WD-7i-J^7 
7 -JW - 6- (4H- [1, 2, 4] hVTV-fr- 3 -^ 
7 7-W -N- (4-/h^y^^-f7 l /-Jl/-2-^^) -2 

— tf'J 5?>*;i/# + ^5 h\ 3- (4-^h + y-7x^x;i'77- 
)V) -6- (4H- [1, 2, 4] h'J7 , /-;i'-3-'f;|/-X^77 

15 — N — (f7!/-^-2--f;V) 2 - tf u vytjfrtf^n-s. h\ 

3- (4-7JPtD-7i-JI/X^77-;P) -6- ( 5 - ^ 4 
H - [1. 2, 4] h UT % /-;P- 3 --(JI/-7A77-W — N — (5 1 
7V-)V- 2 ;U) 2 - fcTU 2. h\ 3- (lfUy>- 

4- >f;i/-XJl/7 7-M - 6- (4H- [1, 2, 4] hU7!/-Jl/ 

20 - 3 ->r ;i/-x;P7 -N- (^7 7-;p- 2 2-tru 
s>>#;u#*if-5 b\ 3- (4-n + y-7i-HiP7r^) - 
6 - (4H- [i, 2, 4] h u 77-;u- 3 --r;p-x;i/7 

— N — (4-n^y/fJl'-f7 > /-Jl'-2-^H -2-trU>>> 

H, 3- (4-^h^y^fJI/-7x-;PX;i'77^l') 
25 -6- (4H- [1, 2, 4] h U 7 7-;U- 3 7 

— N — (f7V-^-2-f^) -2-e'Jy^Aj^^t^, 3- 
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(4 - £ □ P-7x- jUTJl/7 - 6- (4H- [1, 2, 4] 

bV7V-)V- 3 --i )}s-Z)Vy 7-)l) — N — (4 h^->^^;u 

-?7V-)V- 2 — r;w - 2 - tf u s>>#;n* h\ 3- u- 

7;VtO-7xZ^X;P77^) -6- (3H- [1, 2, 3] h >J 
5 7"J-)l- 4-^ )V-7,)\,7 r~)l) — N — (f7 , /-Jl/-2-'f^) 

- 2 - tf U ^>*;U#^rU-$ h\ 3- (4-^b^i/-7i-m7 
7~;W) - 6- (4H- [1, 2, 4] h ] ) 7 V - )V - 3 - -1 )V - 7. )l 

7 7 -)i) -N- (-r v^+u-y-j)/- 3 --r ;io - 2 -tf u v>;fr;p 

^=^■9-5 h\ 3 - (4 h + y-7i-H^77-JI/) - 6 - (4 
10 H-[ 1 , 2 , 4] h U 7V-)V- 3 -f^-7Jl/7 7^)-N-{[ 1 , 

3, 4] ?7i>7\r-)\'- 2 - 2 - tru h\ 
3- (4 -^^;Px;i/*-;i/-7x-;px;P7 -6- uh- 
[i, 2, 4] h u 7V-&- 3 --r;i/-x;P7 7~;i/) -n- (^7 
2 ->f - 2 - tf u 5>>#;p#*-!r5 h\ 3- <4-*h* 

15 y-7i^^77^) - 6- (4H-[1, 2, 4]hU77*-;i/ 
-3-^^-7^77^^) — N — ( 5 - h H D + ^^^-^y 1 /- 

;i/-2--r;i/) - 2 - tf y i?>ti)\s#*Dr=i b\ 3- (4-^^;i/-H 
u 3 ~>r;w-x;P7T-;p) - 6- (4H- [i, 2, 4] mj 
7\f-)V- 3 --<;i/-7,;i'7 - n - (?7y-;i/- 2 ;w 
20 - 2 - tf u 5? affairs h\ 3- (4 -vtj-frtDvn^z^ 

jL-)V7,)Vy 7-;W -6- (4H- [1, 2, 4] h'J77-;H3 
-^^-7^77-^) -N- (f7 , /-;i/-2-fjH -2-tf'J^ 
>t})Vft**j^ b\ 3- (4 h*^- 7i-;l/^;i/77^^) -6 

- (4H- [1, 2, 4] h'J77-;i'-3-^;i/-7;i/77-;i') - 
25 N — ([1, 2> 4] 3-7z?7V-)V- 5 --f )V) - 2 - tf U 5> 

^+1-5 h\ 3 - (4 - t FD^ylf^t^y-7i-Hik7 7 
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-6- (4H- [1, 2, 4] h'J7 1 /-JH3'fJl/-X^77-;i') 

-N- (?-7V-)i- 2 )i) - 2 - try $;>*;i/^++i-5 h\ 3- 

-6- (4H- [1, 2, 4] h y T s /-;i/- '3 )V-7>)V7 7~)l>) 

5 — n — (^7^-;w- 2 --r;i/) - 2 - tf y i?>%)Vtf**fs. h\ 3- 

(4-^h^y-7i-MJl^77^Jl/) -6- (4H- [1, 2', 4] 

h y rv-)v- 3 --r;v) -n- (^7^-^-2-^^) -2-tfy 
v>#;i/tf*-y-5 h\ 3- (4-7jvtD-7i-;M;V7 7-^) - 

6 - (4H- [1, 2, 4] h'J7 ( /-^-3-<;i/-X^7 7^) 
10 — N — {?-7 x S-)V- 2-4 )V) -2-t"Uv>ij;V^^t5H, 3- 
(4-^h^y-7i-iI/XJl/77-Jl') - 6- (4H- [1, 2, 4] 

h y 7 y /—)k- 3 ->f -n- (4 h*^*^ 

-f7y-*-2--fji/) - 2 - tf y ^>^j;i/^^-y-5 b\ 3- (4- 

^h^y^f;p-7i-^X;V77^) - 6- (4H- [1, 2, 4] 
15 hV7V~)V- 3 -4 )V-X)V7 7 - (^7 — )l — 2 — f JU) 

- 2 - tf y *?>%)v$*-y-s. b\ 3- (6 try 3--r 

- 6- (4H- [i, 2, 4] h y 7^-^-3 - 

^^-7^77-^) -N- (^7 2 ->f - 2 - bf U > 

H, 3- (tFD^yIfM+y-7i-JW^77- 
20 )V) -6- (4H- [1, 2, 4] h V 7 )V~ 3 - 4 )V - Xfr 7 7 
-N- {9-7 x /-)V- 2 -4 )V) - 2 - tf'J v>^;i/^^r+l-5 h\ 
3- (4-y/^7$;iW^y-7x-J^Jl/77-il/) -6 

- (4H- [1, 2, 4] hU7y-^-3--^Jl/-7;V7 7-Jl') - 
N — {^7V-)V- 2 -4 )V) - 2 - tf'J v>^;U^^1t5 h\ 3 - (4 

25 - t HD*'>IfJl'-7i-^^77-^) - 6 - (4H- [ 1 , 2, 
4] hV7V~)\<- 3-4 )\s-7s)V7 7-)V) — N — (^7^-^-2 

9 3 



WO 2004/081001 



PCT/JP2004/001568 



-^)V) -2-t'J^>iJj^+it5H, 3- ( 6 -*^;P-t?U i>> 

- 3 7-)V) -6- (4H- [1, 2, 4] hU7^- 
;V-3-fJI/-XJl/7 7-^) — N — (4 -^^;U-5"7V-^- 2 - 
<1)V) - 2 -tfu v>#;i^*ir$ h\ 3- (4-^^^7>;if 

5 Jl/tf+v'- 7x-Jl/X;U7 7-;U) -6- (4H- [1, 2, 4] HJ 

7*S-)V- 3 --r;V7.;i/7 7-;p) -n- <[i, 2, 4] ^7^7 7- 
5 -i* ;W 3- (6-^;i/-t! 

U 5?>- 3 -4 )V7>)ly 7-)V) - 6- (4H- [1, 2, 4] h'J7 

3 ;P7>;U7 7-^) - n - ([1, 2, 4] ^yvrV-fr 

10 -5--OV) - 2 - fc!U i?>jJ)Vtf**rS. 3- (4-y/f^75 
;ifjVt^r->-7xZJWJV77->) -6- (5-^f^-4H- 
[ 1 , 2 , 4] b u tv*-;p- 3 --r;i/7,;U7 7-;U) -N - ([ 1 , 2 , 
4] f7^7y-JH5-<^) - 2 -If U >#;l^*1r5 h\ 3- 
(4-y7^7$yifJW*y-7i-JWjy77-^) - 6 - (4 
15 H- [1, 2, 4] h'J7 , /-Jl'-3-'f;PXJP7 7-Jl') — N — (3 
[1, 2, 4] ^7v7l/-JP- 2 -2-hfUv> 
3- [4- (2-tFo^yIf^-7i-JWJl/7 
7-W] - 6 - ( 5 4 H- [1, 2, 4] MJ 7 , /-^-3 

-^JU*7 7^) — N — (3-*?)l- [1, 2, 4] -3^7 v>7 

20 5 - 2 -tfu> ? >#;i'#*-tJ-s K, 3- (6-^;p 

- tf U 5>>- 3 --f)VX)V7 7-)V) -6- (4H- [1, 2, 4] h 
'J7 l /-il'-3-^Jl/X;l/7 7-iP) — N — (3-*^;i/~ [1, 2, 
4] -f7^7y-^-5-^W - 2 - t?U ^>#;i/#*+r$ b\ 3 

- (6-I^y-t! l J'7>-3-fJ^^77-^) -6- (4H- 

25 [i, 2, 4] h u 7v*-;u- 3 --r ;ux;i/7 7^;u) -n- (3-* 
[1, 2, 4] -^7^7V-;u- 5 --r -2-tf>jv># 
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-6 - (4H- [1, 2, 4] h U TV~)V- 3 Jl'TJl^ 7~;W 

-N-(tr^^>-2-<;i/)-2-bfu h\ 3 - ( 6 

-^b+y-lf'Jy>-3-^Mjy77^) -6- (4H- [1, 

5 2, 4] h 'J 7V-jv- 3 --r;ux;V7 t-;p) -n- 

ih- tr^y-;u- 3 --r ;io - 2 - tru -7>#;u#*if-is hx»3 - 

(4-^h^y^fJ!/-7i-H^77-^) ~ 6 - (4H- [1, 
2, 4] h U 7V-)V- 3 ->f ^7>;i/7 7-J1/) -N- 

i h- tf 3 --r;u) - 2 - try *7>#;i/#*+f-5 f^t&s 

10 ft^MJ; Off * L< , 3- (4-7Jl/tD-7xZ;VXJl/77^V)' 
-6 - (4H- [1, 2, 4] h U 7*/-)V- 3 - < ^-7.^7 r-^) 

— N — (4-^h^y/fiP-?7 l /-;i/-2-^W -2-tfUv> 
fc^tf + tfS F, 3- (4-/h*y-7HJI/XJV77^) -6- 

(4H- [i, 2, 4] h u 7V-)V- 3 --r;i^-x;i/7 7-;p) -n 
15 - (?7 s /-^-2-<;i/) 2 - try >>>#;p#*it5 b\ 3- u- 

;* h + y-7xr;i/7JP7 r-JlO - 6- (4H- [1. 2, 4] h'J 
7V'-^-3--f;i/-7^7 7-;i/) -N- (4-^h^y^^-? 
77:^-2-^^) -2-tf'Jy>*J^^5H, 3- (4-*? 

tru s>>- 3 -<;i/-7;i/77n;u) -6- (4H- [i, 2, 4] 

20 h'J77-il/-3--f^-XJl/77-W -N- (^TV/-;p- 2 

;p) - 2 -tf u -7>#;i/#*-tf-5 b\ 3- (4 -s^^i^UA'^-nu 

-71-^^7 7-^) -6- (4H- [1, 2, 4] h'J77-^ 

- 3 --iJV-X^y 7~)V) — N — (f77-^-2-<^) -2-tf 
'Jy>^J^ + t$H, 3- (4-kFD^yifWy-7i^ 

25 7^77-^) - 6- (4H- [1, 2, 4] h'J77-^-3-f^ 

-7^77-W -N- (f77-jP-2-^ji/) - 2 - tru v>#;i> 
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3- (4-N, N-y^^75;-l5 L W~>-7i 
■ ~)VZ)V7r~)V) -6- (4H- [1, 2, 4] hVT\f-)V- 3 - 

-N- {J-TV-)\>- 2 -2-tf»Jv> 
h\ 3- (4-^ h^->-7i-Jl'XJl'77-W - 6- 
5 (4H- [1, 2, 4] h U 7V-)l- 3 -N- (^77-;P 

- 2 -try 5?>*;w^^-y-5 b\ 3- (4-7^0-7 

x - jU7;i/7 r^jl/) -6- (4H- [1, 2, 4] h'J7»/-^-3 

-fji/-xji/7 7^) — n — (f7i/-;H 2 -2-truv 

>#;U#*1^h\ 3- (4-/h + ^/-7x-JVXJV77-;V) -6 
10 - (4H- [1, 2, 4] h U 7V-)V- 3 -<;U-7Jl/7 7 -)V) - 
N — (4-* Y**s*?-)V-J-7V-)V- 2 --f ;|/) - 2-tTU5?>* 
+ h\ 3- (4-^i^J/^^-7i-;^iI/77-W - 

6- (4H- [1, 2, 4] h U TV*-;U- 3 --<;I/-7n;P7 

- (f7 4 ;-;i/-2-^fJ|/) ■-2-KU5>>;fr;P#*U-5 H, 3- (6 

15 tru^>- 3 --r;p-^;i/77-;w) -6- (4H- [i, 

2, 4] h U 7V-)V- 3 --T^-TJl^ 7-JV) -N- (fjy-Jk 
-2--T;P) - 2 - tf U >?>*;W^^+l-5 h\ 3- (hFo^ylfjl, 
t^y-7irj^Jl/7 7-W - 6- (4H- [1, 2, 4] MJ 7 

s S-)V- 3 --<;i/-7;u7 -n- (f7 , /-;p-2-^^ - 

20 2 fc? U ^>*;U^ + 1^5 "3 - (4-^/^75yiW*y 

- 7 x -;U7^7 7-)l) - 6- (4H- [1, 2, 4] h'J7V-JP 

-3-^;p-7nJI/77-;p) -n- (^-7 2 --r )V) - 2 - tf 

uW^tf^tfS h\ 3- (4-kFD^yI^-7i-JMil'7 

7- ;u) -6- (4H- [1, 2, 4] h u 7//-^- 3 --f 

25 77-W -N- (?7 7-;p - 2 --r ;u) -2-hf u> ? >;*;;^#*■y- 
5 h% 3- (6 tfu v>- 3 --f ;i/-x;P7 y - 6- 
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(4H- [1, 2, 4] h'J77-JI/-3-'f;i'-^JV77-;i') — N 

- (4-^^)V-^7V-)V-2--( )V) - 2 - fcfU i?>t))l#*D-=i 
h\ 3- (4-y^^757XfJPt+'>-7i-J^Jk77-il') 
-6 - (4H- [1, 2, 4] h'J7y-JV-3-^JM^7 7-iV) 

5 -N- (Cl, 2, 4] fTy/y-^-S-fJl') - 2- t'Jy>^ 
b\ 3- (6-^^l/-H'Jy>-3-f^X^77-;V) - 
6- (4H- [1, 2, 4] h'J7 > /Hl/-3--fJ>X^77-JV) - 
N — ([1, 2, 4] ^7z?7V-)\s- 5 )l) - 2 - tf U i?>ji)Vi£ 
3- (4-y^^l/7$;ifJl/t + y-7i^X^77 

io - 6- (5-/f;v-4H- [i, 2, 4] bU77-;]/-3- 

-f 7—)V) -N- ([1, 2, 4] f7y7y-^-5-<;i/) 

- 2 -HU ^>#;i^*+J-$ h\ 3- (4-^^fJl/7$yxfJl,t=l ; 
y-7i-H^77-W -6- (4H- [1, 2, 4] 
Jl/-3-fJK^7 7-ik) — N — (3-^^;P- [1, 2, 4] ^7 

15 ^77-^-2-fJV) - 2 - tf U i?ytl)V#*V^ h\ 3- [4- (2 

- t Fo + ylf^-7iXH^77-^)] - 6 - (5 -^^)V-4 
H- [1, 2, 4] h'J7 1 /-JH3-<Jl'7JV7 7-JV) -N- (3 
-*3-)V- [1, 2, 4] -f7y77-^-5-^^) - 2 - tf U V 
yfifrtf*-** K, 3- (6 -*3=-;P- tf U v>>- 3 - <JV7>^7 7X 

20 ;W -6- (4H- [1, 2, 4] hU7 , /-;V-3-'f;VX^7 7- 
;W -N- (3-^;i/- [1, 2, 4] -f7y77-Jl'-5--fjl/) 

- 2 - tf 'J v^^^U-S b\ 3- (6 -X b*v- tf'J 3 - 
-Hl/TJU? -6- (4H- [1, 2, 4] h'J77-JK3- 
^JM^7 7-^) -N- (3-*?)V- [1, 2, 4] -^7^77 

25 5 --r;io - 2 - tf u h\ 3 - (6-ih^y 

- J v>- 3 --f 7-)l) -6- (4H- [1, 2, 4] h 
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iJ77-^-3-^JV7;V7 7-JI/) — N — (tf yV>- 2 --f )V) - 
2 - fcf'J b\ 3 - (6-^h^->-kfUv>-3-< 

;i/^;i/7 7-;i,) - 6- (4H- [i, 2, 4] 

)VK)V7 7 -N- ( 1 -*5P;i/- 1 h- tf 7\z-;u- 3 --r;i/) 

5 -2-K'J^>*J^ + D-5HXH3- (4-^h + ^fJl/-7iZ 
Jl/7>;i/7 7~)V) -6- (4H- [1, 2, 4] h U 7 3 

ji/x;P7 7-^) - n — ( 1 1 h- tf 3 

20 sieiT, mmmo&mmtte, mmm*%&-rzz. tiz&ommtz 
m m o) z. t r* tb o ,3 ^ n m a © & # as t h x it ,m x \* m m m w £ , 

#5818 left -f>X'J>ftMM ( I DDM, ins 

u 1 independent diabetes mellitus) 
25 t< >7 >J >*ft#ttlSjg(N I DDM, n o n - i n s u 1 i n d 
ependent diabetes mellitus) ©t'^C 
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*&, -Y >XU >tt#tt»E*i ( I DDM, insulin d e p 
endent diabetes me 1 1 i tus) li, itefi9fc>f 

*»wic«s<b^« (i) ^»ois[js^a;ftfflv»*^, aw*** 
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(D 0) 




(5) ' (6) 




(1-1) 

ttitftt757^ft (2) t^Km^^T, <t&® (3) £SifiT 

5 

*L#, 1 9 8 3^, 3>/iJ/\>y^ 5>>-fe-> 
X (Comprehensive Organic Synthesi 
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s ), H 6#, Pergamon Pres sft, 1991^, m). ^ 
75. h*M£Jft£ff;Uic);<, IPS, Sil^£Jift]©£!§£3iJ£/B ^Tff 

'J^AT'ft^K, N, N' -#;i,#x;i,sm y7 
xrjl/7*X7*UJ^D'JF,y7x-Jl'7*X7t'JJl'7^F 1 N 1 
10 N* -^X^^S^jVAJ^^-h, N, N* -yX^y^5yj^ 

^ifk-K i-x^;u-3- ( 3 -y/^7 5 y t?;i/) 

hUyy-l-^jlz-t + y-bUX (y/^75/) 7,tX7^ 
-7AA^f7JWn7^X7i^ 4>Tt>0iJ;U£ii<fb5f 

15 *-)i>, i-x^;i/-3- ( 3 -^^^;V7 5 y tr;io 

3 Hltftl, N, N - y y ^ a yJW JH y-f 3 FXIK > ^ h U 
7!/-;i/-l-'f;P-t + y-F'JX (^7^Jl/7$;) 7^7^ 
t >AA^it7;^07tX7i< h£j&*#jg"C&S. £fc75 FB&fc 
fcfcfcUTtt, ±E75H»i«ttIt*l:ijS, ffi^*Hft5SB*fflViTt> 

20 «fcV?. 

fflVi e>tl^m»<i: ITS, «^.«hiJ^^7S>, FUl?f75 
>, N , N-y-fvyolfJl/Xf^7$>. H- *?)V=E)VftV >, N 
-^ ^;i/tf D U > ? >. N-*^;H£ N , N-^^^7-'J 

>, l,-8-y7+fl:y^D [5. 4. 0] -?>x#-7--X> (DB 
25 UK 1, 5-7iftfv^O [4. 3. 0] 7^-5-X> (DBN) # 
0£3tt»D!TJH7 5 >";«*tffcru >>>> 4 - 3^7 5 y tf U 5>>, 
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b U jl^)V7S. >XUN, N-SM V y'a lfJH?^75 >^3W@T 

/;i^;i/*>-2, 3 -5?;fr;P3j$*v"f 5 HXtt3-tHD + y-3, 
4-5>hKD-4-**y-l, 2, 3 h u 7 7-;Wftf 

io ffii'^n^M (2) m^ztiz>ik&%}Rtf®m<Dmm, 

Ml^IH*fbT, 1^0. 1 1 0 S*> Jff£ b < teO . 

3 mmT°&z>o 

©SMi##l§Il:MbT, SI# 1 7!»S 1 0 ff*b<ttl75 

20 1 ^*£*fLT, MSlTiSlO^*, £f £ t < 1 Jilg 3 ^ * 

Jft^fMCcb 75£ 1 0 i£g, £f £L < 1 75^ 5 y§M 

25 *x@t*5^Tffl^ zn&Kj&mmt nit ^x^s^m^ 
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Z&mkt^uy, >7uu*)\,& y i, 2 -vzuuxpy, n, n — 
•fehxhu;^ ^>if>, *vi/>, h;i/x>, l, 4 - v^+J->, 

l, 7-fe hx h u;wx»n, n-v^^;p 

*;pa7 5 

10 ^IgfcfcttSEJfc&IHm, 5Ifc0. 6^fW, »*L<tt3 

71M2 4R5fJW-e**. 

"*ifiic*^T«jisn*ft^«ii (3) ©Biinfiwsi^t 

y 3r-f}~yt? i/y^LisJ. (Protective Groups 
in Organic Synthesis)* T. W. Green^, 
^2d, John Wi ley&Sonst, 199 1^, ^ttUZ 

20 mvrci5mx\zznb t ft fet ztiz^Qn? z\t&-? 
&mm> MEM. ^iMt, &$ttUK stt®* 

25 15. 

(II 2 ) 
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x 1 h (x 1 \mmm=F, &*m¥x\tmnm=?&mv* r 1 
m\zmo fi^nsib^i (4) x«sc (in 



(^ASj-DH 
(II) 

5 (6) x« (i-D zm7&Tz>jjmT°$>z> 0 

*Kfoiz&^T%^t>nz>it&® (4) tittt, 7 zl ; -)imm&. 

10 *I@^*3^T, fb^t) (4) {b&!$? (5) &Ut£ 

5t (I I-1M4, lftl2ib£#l (II) C9tt§Ali;-DH (DttR 

*ISK*^T, fc&fc (II) SJflH&W'&fctt, <b£t) (6) X 
« ( I - 1 ) £MT 3£ <h/^T#3 0 • 

t\z£Q (5), 

20 fb&ti (i-i) 14, #fggiifc:fl%5fc£* (i) fc&^sn-Mb^ttT 

*xgfc*vix» ffl^&ns^b^* (4) x\& (i i ) *b£ 
m (3) i a sic** it, m o . i o mm, & \t i nm 

3 I1T*§ 0 
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h U 5 >, N , N-$M V ^oK^X^7 5 N - * 5^ 

; 6;i/*U>, N-^JH^DiJ>?> 1 N-^^H^'Jy>, N, N — 
^^^7Z>J>, 1, 8 -*J7if VzsZ P [5. 4. 0] £>x7J- 
5 7-X> (DBU), 1, 5-7+fHS^O [4. 3. 0] J^-Z-JL 

y (dbn) m<DW,zmmmwi7^> mxuvvvy. 

©7;P#'J&JS ; ^!l^.«7j<^^i- h U ^A, TkifMb* 'J Vkm<D7)lt> 

io u &;g7j<5iHb$3 ; f!i^.^y^;uu ^^a^wt^^ u &S7;i^;Mb 

ft;M^tf*U!)A-tert -7^ 7- K th'J^AX^7-hX 
ttth'JC'A^f 7-hf©7;i/A'J^17Jl'^i/F ; 0iJ;Lfc£7.K^t; 
# U A , ?KiHb:h h U ^A^©7;i/^ U &0l7kftfcto ; 0!l 

*tf h U lfil'7 5 N , N-HVyoKJHW5>, 
th'JDAXHMA'JDA, *U!7A-tert-^7-h, ^ h 

•J *)Axf 7 - bxttt h u ")A^f7- h^©7;i/# u&S7;uxi* 
20 ->H*«fiFanf»«. 

©ffiSHCcfc ft^ft (3) laiCMLT, >I3tO. 2 75M 

1011, £F£L< itl SlTi&S, 
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nnx^>, N, N-^^fjl/*;VA75 F, N, N - ^^^)V7± h 
-;K t e r t -;l/> t e r t-75^7Jl/3-JK III? 

jL?>x\$*:nt><DM&mmtfmtft>n. n, N-^^fji/*jkA7 5 

h\ N , N-v^?;i/7ii h75 b\ N - ^ tf □ U H 7thz 
h'JJV^yya/V-Jkter t - 7 5 )V7 )Vn - b < , 

10 ^£0ff£L^o 

s^n#ra«> mno. 2 75M i o o mm, *?£L< 175M4 o mm 

15 #I@£:!3V>Tte, ■XMBn<DJj& (Organic let 

t e r s (j--tf-y? V*?-X) 2 0 0 2^> H4#, ^2 O-^, 

13 5 1 7 - 3 5 2 o.i) \ztm<D^m. zn\zmi:fzij&jutz.ft<b 

}^ftl$i]£iP*. 3 

20 *X@t*5^Tffl^6n^>ibiii: ITU ^IgfC&tt&SJfc^iifT;* 
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z.<D&o\zLxmt>nz>fcGm (5) x« (6) &*n<z>#iitfit®j 
*^H^(c^^^^tj (i-i) '&%\<Dftmmm^fk. mx 



(5) 




R 2 X 1 H (X=0,N,S) O 
(8) R 1 X 

(6) 

IS3-2 

(I-3) 

io [^4>ifH^«, mmfemizma 

(183-1) i&S©#£ET. ±fBlS2T#e>nfcfb^t/ 

(5) iitufB^ (II) 




15 mmfaxte^*-)i<mmfc£*Kjfc-£&z>z-t\z&r) , *^bj^#^^ 
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&m (i -2) s#8n?fc*. 

5 cctS fcbTft&ttSfls^tt (i-i) tt, &&®#«l*ll§t#f!\ 

(183-2) #X@«, B&83Ig2Tr#&n&ft;£to (6) <h R 1 X 
io 1 H + , #B-*ttttME£lllcW&] T^snsfc^to (4) 

mi£#z>z£\z&\), fc&m d-3) ^SjSi-§^&t$)^o 

H t «k 0 *li fc & vt Z> £ ft o z. t iflu # S o 

15 H<DJ:5tl/T#6n*fc^li (1-3) &fcl©£ttttR#S^ 0>J 

*5g^fc^^{b^% (1-4) Tffi^tefc.fcoT'biiirr* 

20 
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(16) (I-4) 

(Xn 4) *Ig(t P D tf U 2 -#;i>#>RSf£fc (1) 

5 OtT^^J^+^JUliflS^iAt^ctCJ:^, fc^fe (11) 
£§mT3#&T&3o ib£t) (ll) tt, ^^po^ft^v^i^nfi^ 

vtzj5mT*mm.*imr$>z> B <t&® (id ©ft^^ji/^+^n© 
t e r t -7*^^S^©B:mx«^iK^^-r^^^7^+;us, 

2 - 3 Oit^^JVm, 2, 2, 2-hU?DDIf;H^0AO^f>ft 
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z. 0 £ o & # ; v # * *s )v * (o m a w (D # a & u m * # & \z -o w x 

5 -ft ~y $ i/y^i/J, (Protect ive Groups in 
Organ i c Synthes i s), T. W. G r e e nf ,121, 
John Wi ley&Sonsft, 199 1^,1), ^n\zmVfzJ5 

uOi5CLT#^ni.{^ii (i i) \t. ft%\<Dfrnmm^®.. m 
io *.&mm* m&mm. mmmta, nttm. m&it. zu^vtrvu- 

(IS5) ±1BXe4T?#6nfcft^» (1 1) tR 1 X 1 

h [5£*» sffi-^tti&iBSSfcKi;] Tiisnsfc^ti d 2) fcfcs 
15 ^St^^tCiD, ft£i5 (13) zmm?z>jj&T*&z>o 

z.(D&?\z\sTnt>n%it&® (i 3) 'jk&vftmn^wt. m*. 
n<fc Qmmmm?zfrx\$mMffim?&ztte<&xn\zttirz\t&T° 

(Ii6) *I8I4, ±Elg5-?f£&nfcffc£* (1 3) £Ti2i£ (I 
I ) 
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(II) 



Jfcfig>K&M«>Mi3X@2 <h 1*3 J; Off 5 ;L£^T#3. 

^(D^^icbT^^n^^^ti (i 5) £%\<Dftmmm^&, mz. 

10 

(18 7) *Ig«, ±ElS6T#6nfcft^« (1 5) <D^T3# 

;p#*'>;p*©ft«aswsift*-ract«fcofls'&* a 6) 

15 S^tf^nfi'f^ >?)V-zf7s -i> *--n~vt ->>ir 
•>X (Protective Groups in Organic 
Synthes i sK T. W. Green^, ^21, John Wi 
1 ey&Sonsft, 1991$, §), ttUzm Difc^&Xtt d tl 6 t 
3m<h£m<^£:b1t- Off 5 

20 CKD.fcSfcUTflSnSflS'&to (16) & fcl CD # SI 01 

m&mm. mmmm, m&it* nm^. # u^htf?y * - 
m\z& vmmmmtzfrxfc&MffiMtz ztu< frxmiztttztufi 

(IS 8 ) *X@«. ±IBXg 7 Tffl-Snfc* (16) 
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tm&ik&Vn (2) t*Kfol£#zz.t\z&r). ^^CiSft'&ft ( i 

-4) £Mt-&2f&T&3 0 

^©j;^ tbT#^n5^^#j (i-4) » % &»©#«iHf«#a, 0* 

&$ttai> i&Miik. ntfcm. ZwvYtf?? ^ - 

10 *56^C^Sft^% ( I - 5) tt, TIB^tfelCtoTfeSigT^Jli: 
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(IS9) *igtt, (19) o^-rs^^-^ScffittS*!* 

St5 fc&m (2 0) %»ifiT**teT?»*. 

7 o x £ x 4 7 -f > <»t^ (Pr 

otective Groups in Organic Synth 
esis),T. W. Greenf, ^2H, John Wiley&S 
o n s tt, 199 1^^), *nK:lpCfc:*ifcXtt£n& £#ifc£*|& 
10.. #.£fc>1*5;i Off "5 Efc#T?$<5. 

15 tfsn*. 

£©±5 fcbT*§sn5ft£«j (20) ^ftj©^m*»»¥a, w 

MEM, ^iMffl, ^Hft> Rit®> ^D7h^77^- 

20 (IilO)*Igtt,«3SC5#ftT,±ElS9 1?#5nfc^i|)!l(2 
0) tit&m (2 1) t H tfc<t 0 , (2 2) £M 

itr 373&t&3o 

*igfc:fcV>TflH>e>ft5fc£*) (2 1) ft, X 2 #112 1 fcfc^T 
MStbTftffiU fb^t) (2 2) &«jfiT*££#T**t>®Tfc 
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u©j;5HlT#^n5ft^ (2 2) &*D©#«fif«^§l!, #J 
10 T#&„ 

(181 l) *lSli, Slo#ftT, 1.E1S-1 0 T#e>nfcib-&#5 

(2 2) tmUUWLO^m (8) t*R^$-&§HtfC«J:^T, 
* (1-5) ZMTkTZJimT&Zo 

15 KJSii^OS^ifrfi, MIBIHa0X@2^,t^«©*^{cJ:O^^ 

zw&sizvT&znzfc&m (1-5) & a sussing:, #y 

m\z&.r>i&M%tm?z> z. 
20 *nmz%%fc&m<»5%. mma. en *©, -x 1 - r 1 # 

-CH 2 - O-R 1 X«-CH 2 - S-R 1 *fSWfc 
(1-6) «\ Tffi#i£fc<fcc>T i bKirt5££#T#S. 
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(1-6) 



(IS 1 2) #IgfcJ\ */7 J tTU 5?>»##: (25) tmCPBAt 
«fc D , it&m (2 6) fcKj&fS^ftT&S.. #1 
5 SfC*^TfflVi6tlS»{kSJEStt, ^mmmo^m (M^tfTe t r a 
hedron (f h7AFD» 1 |4 21, g5f , 1475-148 

5i) ^ntcm i; t£-%mx\$ z. n 6 t^mii^m.^t>^^z.t \z & v 
ffoz. twv%z>o fflu^nsmcpBAoiit \t&m (25) 1 n§ 

*fc**bT\ 1«0. 5 755l^M, Jf* b < « 1 TiS 3 & 0 
10 SJSI^Mtt, 1 0^M2 4B#K, 0£b< tt3 OfrftSl 2 RUST 
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5 %<D*m^Th&^tf, m%-&t7 □ D7js;i/i,, mt*^u>, i, 2- 

^(D<fc-5fcbT#e>n^^^tl (2 6) ft, &*Q0#iltfiti^fSN ft 

mmmm. ust®, zu^htfyu - 

10 T#So 

(X@l 3) ±fBIg (12) WbtlTHb-g-tl (26) i 

POC 1 3 £JS £ it J; D (2 7) £MT3#&T* 

M^5tll>POC 1 3 ©IB, (2 6) HII^IT, 

15 0. 5 75S1 0 Oil, ftU<|j;l7!iS2 0 litfeS, 

J& T" & 3 o 

^jSH#f.«, ji# o . 5^50 mm. p * L < & l 75S 2 4 B#raT<& 

d© £ fc'5(3LT#e»ti?>{b^fe (27) tettooftrnm^wc, wz. 
&mm. mmmm. mmmm. mttm. is a ft * ? n^? ht??7 ^ -m 



1 1 6 



WO 2004/081001 



PCT/JP2004/001568 



(igi 4) mm<Dft&T, ±tBxgi 3T*nt>ntcit&m 

(27) tmmxnsrm^^n^it^m (12) t^Kfozitzz t 

fc^D, ik&Vv (2 8) £§S}iiT 3#j£T&3 0 *xm\Z#^Tm^*> 

ti&j*j&«, mzmmoixm 5mtmu<DRm*ftZ-&&< . m^zn 

5 ^Mfc^t) (12) ©1, ffll^ti§IS©l, £M^> SJSRtr^ K 

z\o&o \z LT#?.n^ft^ (28) tetnoftmrnm^m, m 

m&mto. mshit. num. zu^htfyyj - 

(IS15) *IStt, ±f3Xfg 1 4T?'»6ftfc^« (2 8) <tfJfB 

{b£t> (14) t*Hj^s-&5;itt«fc (29) 

c©J;5l:LT^6n5ft^« (2 9) tt, <D#i£M^f£, 0!J 

^«n, mjem. &gfc, sttift, ^o-?h^77^- 

20 «fc j; D*iiiii«-r*^xtt#«»«-r-5 c %.xn\ztt? z. t& 

(igi 6) *xm$. ±iBxei 5 , r#&nfc'fk^ft (29) san* 

25 ffil>&n5 7WJtl/Ttt, ±IB^-&#J (2 9) © 3 ~> 7 7 * £ 
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<D?%, * 1Mb:*- h u *y&*mm. tk^^^u^a, tk^^au^a, 

5 DM&3t^ ft;^ ( 2 9) 1S1I:^LT, Ml 

75S100S*> $?i;b<tel75M3 O^MT&So 

0 0 

10 2 4f$WT&5. 

m> ^nssjfciMt UTte, x^/-;k -fyypA 

d© c k'5{cbT#e>n^>^'§rti (3 0) ^a^^ii^M^^, m 

15 ttJBE»f6> Mttffi, ttllfc* fS&SS;, ^D?h^77^- 

. (in 7) *ig}i ±ibx@i 6T°nt>ntct>)i7£>m{k£y>} o 

0) tfc£®j (2) £<hl;i J; D> te£$J (3 1) £S3iI 

20 t^*feT3&§. MEBiB®©X@l, 8^£|lr)$l©7$ KiSS 

^TM^fcrn^^K^DfT? ^1 <h^-r XiSK IB (MX 

if. ^•7?\ i &f&(DMmtmm, &mm*m. i 9 8 3 ¥> n> 

y | J / \>^y :t - # x y # y>t->7 (Comprehens i v 
e Organic Synthesis)*^i6#>Pergamon 
25 P r e s s ft, 199 1$, f)> ^ft\zm C fc#&X« iltt £> <h^^ £ 
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1 bx#e>n§{b^t) (3D a, 

#fgBJ}C#Mb£tl (I) ©-X 1 - R 1 -CH 2 - Cm- R 1 
Tfe^ft^ft (1-7) tt, J^T0^&{cJ;DISljtT§iI 
(CCfcfc^T, Cmtt K*Ht2 755 5©2|B©fiaftK<b**l6T?» 
oT, fe2tt©&ai&fczlc£g#©ISi3Mt ^ © 1 
10 H^X«^^MTTB^$tiT^T i bi;< , R 1 tt, l&EJfeltfcH D) 
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12 0 



WO 2004/081001 



PCT/JP2004/001568 



vmrntzz. turns, scmmmo^m (wa^dt^^ 

tf)V-ZfZ -f > :**-#:=. y £ $/>-fe$/X (Protective 
5 Groups in Organic Synthesis), T.W. 
Gr e enf, ^2)ig, John Wi 1 ey&Sonstt, 1991 

L©j;5iaTl^M^I (3 3) te, ^^n©^^tm^^^. til 

io %.ttmi&. m&mm, mmmm. m&it. nxm> ^u^v^yy-<- 
(g\z£QMmmm?zfrxteMMmn?zztte<&xm\ztt?zttf 

(1119) ±IBXS 1 T*n*>tircikG® (3 3) tmCP 

15 *Iil:*HTffl^6n5mCPBAOl, £fSM> ^(D 
fl&©SlS^#('o^T«,irsBXie 1 2 £EI«©&#K:<fc 9fr*.tof<fc^. 

i©j;^f:iT#bn§M (34) \±. 'AftKoftMrnm^-m, 

20 

(IS20) ±|BXS 1 9T#e>nfc<b-&% (3 4) iPO 

Cl 3 ^KIS^^^CJ:?), (3 5) ^^ig-r^^feT^. 

£0 

*Igfc*5W-S{fc£4fe (3 4)1 SIKStSPOC 1 3 01, KJtx 

25 SJfc&ra^o-fcoteosjfc&tttt, lUrKM 1 3 

u0i5(iLT#5n5fb^ft (35) / &%\<Dftmmm^&, mx 
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I***, m&mm, mmmm. user, m&it, $ u-? y??? 4 -m 

(IS 2 1) ±fBX©2 OTHenfcM (3 5) 

5 #*i/)im<D&m.&*V&£tZ> Z t\Z & VikSyo (3 6) *Mj&'tZ>Jj 

* 1 8 \z & n T ffl v> £ ft 3 # ;i/ # * ; v M <d # fig m w © |$ £ £ „ 

«7°Dt-^xW 7ff)V-7Z <1> v>-fe>X (Pr 

lO otective Groups in Organic Synth 
es i s )> T. W. Greenif, fg 2 John Wi ley&S 
o n s ft, 199 1^, f), ^tUzWVTcJjmXiZznZ t1%tik£*ffl. 

« (3 6) teftKDftmmm^®, m^tmm, mjem, mmmm. 

(182 2) ±IBX8 2 1 T?#6tlftft^«| (3 6) iSufB 

fB«©^^#? (2) t&fcfoZHZ, ZtlZ^Q, (3 7) 

20 *I|i;*^Tffll^n5TO. iftfBXgl 1X^8^075 KJS-a 
7!*ri5El6£:PI8BK:fT;Ui«fc^. c©<t5 fcbT#Sft5fb£tl (37) 

«, &»0#«i*f§ii^i!N $y ttmftffr. gFtttttth ttAfc, 

£ t fc < ^IS fcttT z t ifin # § o 
25 (Ii2 3) #X@&> mao^ffiT, ±fBX@ 2 2 T#£ftfcft-&tJ 
(3 7) t if IB ft (14) <h££jS£-fcr5 Zt\Z& Qik&M (38) 
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niz$k, ®M>ik> zu-? hifyyj -miz^vmrnmntzfrxuMM 

(IS2 4) ±fBXS2 3T#e>nfc{b-&#) (3 8) tNa 

B H 4 tZKfoZll-ZZ. t\Z&V)lt&m{2> 9 )£©i£-r&73j£T&3 0 

- # - V $ ly > ± =y X ) > * tl fc 2p U tc # & X « Z. tl 6 t S & £ £ * £ 

(38) <*>»»©«», ^cftcsjt^tttaogft^^, 

(38) lSlCMlT, il^O. 27iS30^fi, 0£b<& 
1J5M10 

15 S75M4 

SlSWit ISO. 4B#^, ff Jb< «0. 2P#ffi7!> 

ffil^nsSMJItt, KJ£fc$*£#fc$fc^ ! b©fcS«, t^fti© 

«tD*?£Lir>. ^©<):5l:LTt&n5M (3 9) tt^»©^Bt» 

ifi. &i j&&«ittk sit®, ussiib. 

25 (IS 2 5 ) *Igtt, JhEli 2 4 T#£>nfc{t£tl (39) iHS 
i E t 3 £&Rfe21£Z>Z.tKJ:Q. <t&® (1-7) £Mi£T 
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*igi:^^Tfflt^n§is^tt -xmmw.(D^m (j. 

O. C. ^53i, H 2 2^, ^5 3 0 1 - 5 3 0 41 ( 1 9 8 8 ^)) 

5 fflV>6*l*HS i E t , 0*tt, fti&ti (3 9) ©MRtfiMOS 
^©i®^frCJ:?)Ift5^, ffc^fc (3 9)1 ^*^MbT, 
iI3t0. 5 7!iM10 0ii, ff$KttlM10SlTS§. 
KJWWtt, ii^O. 2Wi30MTfeO, if$Ktt0. 5 7!/Ml 
0 WT^^o 

10 jM- 1 OgJlIglOi^TfeD, Jif£L< tt0S7!i 

^^uvi. z.(D&? \z VTnt>nz*mw\z%z>{tG®) (1-7) 

20. IfflBlS 1 7bM 2 5 O^ftl^OIil^^T^ ^ic^ 

25 J; Off o z\ ttfT-Z&o 

tarn, am. r 1 xttBi±ciiim§«^!itt> iti® 
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7" 4 ~7 iffr-?* -iy jr-H-yZ »t^>7 (Protec 
5 tive Groups in Organic Synthesi 
s ), T. W. Greenl, 121, John Wi ley&Sons 

1991^ ^) izmm^m, z.n\z.m-?z>j]&xtezn<E> t% 

( I ) fc£#$ns±!B5$; ( I - 1), (1-2), (1-3), (1-4), 
(1-5), (1-6) J&ZS ( I - 7) £JBV>T, %&\Zft'DTmmtZ> 

AftffjKtt, ±|S (1-1), (1-2), (1-3), (1-4), ( I - 
15 5 ), ( I - 6 ) TkTf ( I - 7 ) a«^l:«Ali75y 

^>if >X)l'^>^^, p - hJH>XJ^>tli©7'J -^TJU* 
>M^L ; 3A£»£, ^X>if^, I5tS, V3.7i?i&, 
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)vmmz%LT^z>m&\z\t, mmit^^^m.mx'^m't two 

»#J]Di£<hbTteu fll*.fc£0!l*.tf:J-hU*A, *'J^A#©7;i/*'J^ 
Alt, ^7-^>, hij!5 : ;l/7$>, ^i/^DA+^7 5>§Ot 
« <D tt <D & j£ <D * % X 8 J& SI tl £ b T # & b T «fc V >. 

15 ftlR^Sf ©i^ttCkotfef its. -Mil, 

1 B©ft-£S«. #Isl3UMi!fc[El©M£LT, ftfi 1 k g&&0,#?j0. 
0 0 1 ng 5*5 1 OOmgTJO, L < it, 1 k g &fc 0 , fcU 
0. 0 lmg^^|55 OmgT'^D, iOlf^ KttDO. lragi^ 

mwumn^mom tvxu. isxai a^fco, 27^40© 
mm®n-¥tLT\t, 'pu< t^mo. oimg*5><it»2. og 

TrfcSo Jff£L<Wu &#M©$affltt> 1 BfC 1 0X«2[e!©i3:#T, 
$J 1 . 0mg^?)fi2 0 OmgTfcS. cfci9$?£L<te, &-§-*©i&ffl 
25 1 B 10C^T'I5 1 OmgA^ 1 0 0mgT*§. 
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B&fcD, Ml kg&fcD, (I) 0ft^**J9O. OOlmg* 
6*91 0 Omg ($?i;b<teO. 01mg*5»10mg) T&D, «fc 
Off £b< » 1 B tblt X), WM 1 k g fcfcD, 5S ( I ) ©ft£tl£$J 0 . 
lmg*5 1 0 m g T & £ « 
5 i&bfc^Sfc, EHMtite, 5$ (I) ©fc£»fc*#«fc«F«3 

mn, an, mm. m. m. ^^i^Kt^ts. 

br«, ha-?, mj, us, mm, ^y'tjvm. 

^^fflRt^Sft^tf Stl, fi#:tbT(t -jft&. ft 

25 ^Utt-te^n-X, iiftftK sg£«i> 



12 7 



WO 2004/081001 



PCT/JP2004/001568 



& # © l ^-r $ ^ & , &m * ts ?± )im asm h m m & m □ & t 
5 ^-r*2it*«T#*. 

±gB©5IS©#!#JMK:;bD;LT, 5£ (I) «£<b<&$>«, 
U. S. #^#^3, 845, 770, 3, 916, 899, .3, 53 
6, 809, 3, 598, 123, 3, 630, 2 0 01^4, 008, 
7 1 9 fcBBttOttfflfflfl^KRtf/XttxU n'J-8ItioTfc, ft 
10 5. 

T, £i>«7K»tt©St#. #7K»tt©tt#» 7jc4 , ifcS©x*7;i/>>3 >x 

20 iiitSutt.fcD, &j£«i«ai«$ns. team, 

JglCfcD, ftSfcJfcDT, 1 X«2 &±©BHl£#<?:#fc8SSi£ft.5. JE 

e <dk \z n * s & t mmr * c i t £ o mm £ n § . 
<h © a & & * a m & m m t j$ ^ -r * - £ t ± o n m 2 n § . 
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(Hi) 





mg/ml 


5fc ( I ) 


10 




5.0 


T w e e n 8 0 


0. 5 




9. 0 


A 


1.0 



&ltffl7jc£Jn;LT, 1.0ml t?2> 0 
5 (£2) 





mg/t ablet 


5£ ( i ) (Dik&W 


25 




415 


Tw e e n 8 0 


14.0 




43.5 


£A 


2. 5 



-irth 500mg 

(£3) 





mg/capsule 


^ ( I ) oikG® 


25 




573. 5 


7,7-7 U > & T tf*zsV 
A 


1.5 



£fh 600mg 
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<*4) 







a (I) 


24mg 


W>^>> N F L i q . C o 
n c . 


1. 2m g 


h'J^D D7Wn^ N 
F 


4.025g 


^/?DDy7J^D^^>, N 
F 


12. 15g 



5* (I) <ZMb£4*ltt, 2StH^£Warr$£*Xtt£tt£fr-efc<, 

^ox. #58"»fc:«SEamj«*m* 5* (i) ©fb^tofcin&T* ix 

(a) h*7.-^7-H (#l> 7**;l^>, *h*;U5>, 7i>*JH 
» 

(b) PPAR7^-Xh (M. hut?V?V>, mr>fi)?V>. / 

15 

( c ) -f >7> U > 
( d ) 

(e) o-^;P3->Hia*SiJ (#K #£f>J#-*, 5^Uh-;U, 7* 
20 (f) -? >XU yftMUm® («U 7th^ij-$H, *J^5H, 
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7 u)V7art$. h\ ^iJ^AUF, ^U^55?H, ^U*;HfUb\ £f 

5 2#i©«i4^^fc^-rss; (i) ©fc^towMtttt, 4bj£v>*5R 
^ (i) ©<b£*©p p ARTrf-7. hfc*rr*s*jtrau 

-8»f:, 151000 : 175M1 : lOOOtfcD, #F£L<«, & 2 
10 0 0 : 1 : 2 0 0 7*5. S (I) ©ft&t) t {&©?£&/&# t © 

©w^a^ffl^en^t-e&s. 
15 me a (i) T»sn5^^«ft©^r*rsfinfc^n*^-i?att^^ 

RKDMMte. Xffimnojjm 7^fX <D i a b e t e 

s)> 1451,^ 1 6 7 11- 1 6 7 71, 199 6 X\**tl\Z 

20 U#-^-X>if^ATS5^3-X-6-U>irt 
#1--1£tfi?)Vn-7>- 6 - U >B6^6.*^-*^;Wn 7 5 7 h 
TSEgHC 4D5Th i o-NADHOlSjUHtSCtlckoT, ^ 

ilOJyt'fTfffltSrecorabinant human 1 i 
25 ver GK&FLAG fusion prote intbTE. c 
o 1 itJSSSt, ANTIFLAG M2 AFFINITY GE 
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L (Sigma) TttUL'fc. 

7y±-i te¥iiE 96-well plateSffl^T3 0 ^Tfro fc. 
Assay buffer (25mM Hepes Buffer:p 
H=7. 2, 2mM MgCl 2> ImM ATP, 0. 5mM TN 
5 AD. ImM dithiothreitol)£69Ml ^ftL, ft 
^i©DMSO^I$fcttn>hD-Jl/tlTDMS0^1 /* 1 iHJitfc. 

^fT^^.lT^^&E nzyme mixture (FLAG 
-GK, 20U/mlG6PDH) 2 0 n \ *ft&Ltc'&, 
2 5mM^3-X$ 1 0 il 1 JPA, £j£ («^n- 
10 XM=2. 5mM)o 

£JfcH&&, 4 0 5 nm<»ftS<£>if jJD£ 3 0#^tl: 1 0 
U 5^ffl©liJP^*ffifflbT{t^ftCDff{illi%ffofc. FLAG 

-GKtt 1 %DMSO#£TT5#&®M£^Jq#*0. 05*60. 
1 ©Hfc^:* £5 fciJD&fc. 
15 DMS03>h D-JK0ODi$ 1 0 0 % t U fF<ffi{b£^l<Z>€-ig£ 
fc^tt*ODH*S!l3£bfco &*&©ODte<k 0 , Emax (%) Rtf 
EC50(/iM)$ItBl, fc£tt0GKigtt{fc«©»*fcLTJfll*fc. 

£TiB^ 5 (c^'f o 
20 (S5) 

ft&tlM Emax (%) EC50 («M) 
Mii0O 1 9 9 7 0.0 5 

7 1067 0.06 

Ut&M 3 0 8 1 8 0.1 2 

0©fi&J&8l£L-T, +#fcGKffitt{fc«B£WL-TV>*. 

t -5 a* . * % bj « * n 6 fc i o t fa e> is ^ $ n & & c -r r& & ^ . 
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mmm 1 
5 mnm 2 

Sgjgftl 1 (Dik<£;W4 5 SB, 1 5g&> 9L« 1 6 SB, JBfii4-te;UD- 
X 2 1 tf, #U k*^;i/7;i/n-^3BRR^^@7K3 OgB^-K^L 
JftW-iS&UTftilU ^ViTHSUbTilSl 4 1 075M1 7 7 

10 » 3901 3 

ItXfT'J >m*^^^A 3^^*P^TJElS^^bE^ 1 0ram©l 

15 «SJfl 2 e>*l5Bitfc3l 9 OgBKStLTgfiltt-fe^D-T. 

1 Og&RtfXxT U >^7JJW>"^A 3&&£ftl;5LTJE«j£JBU Ig8m 

£JS0!I0»JI* h ^ ^Iz-htLTSi 1 icagel 

20 60F 2 4 5 (Merck)£, &tti}££LTUV^ffi^£fflV>fCo# 
7Affi'>'J*^ibT«:. Wakogel™ C-300 (ftftfcfi 
m ffiffi*7A«'>'J*^ttTtt, LC-SORB™ SP 
-B-ODS (Chemco) XttYMC-GEL™ ODS-AQ 
12 0-S50 (llJ«-{k#W^m) £ffilr*&. 

i - B u : "f V^fiH 
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n - B u : n - 
t-Bu: t 
M e : 

E t : x^;p* 
5 P h : 7i-JH 

i - P r : -f V ;?P \f.)Vm 

n - P r : n-^D tf 

CD C 1 3 : fi^ on*;!/ A 

cd 3 od : m*? J-)V 

10 DMSO-d 6 : l>?^f^XJ^*yF 

s : i/ y V y V 

d : y 7* U v V 

d d : tf-fJiy-JUv h 
15 t : hVfUy b 

m : y V 

b r : 7'P- H 

q : # )V t- y h 

J :*y^U>^t 
20 Hz: -Ml/^ 

(ftiifcl 1 
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3 - (4 h^y-7i-J^^7y-;i/) - 6-(4H-[l,2, 
4] bV7'S-)V- 3-<1 )l) — N — (f7'/-^-2--fJV) -2- 

5 3, 6-^i?DD-2-E'J^>*JH>tl4. lg (7 3. Om 
mo 1 ) <DZ D o jfr^AiM (4 0 0ml) 75 / fy^-JH. 
0 0 g (8 9. 9mmo 1 ), N-kb'n + ^>!/MJ Ty-JWKfPtJ 
12. 1 g (8 9. 7mmo 1 ) ~BlXS 1 - (3 - 5?* 5^7 5 y 7°P tf 
;W) - 3 -3L^)Vts)VH^V^ 5 K&KJfc 19. 0 g (99. 2 mm o 1 ) 

io *iw&K\\^tc'&, iiT2 4mmm.WLtzo K^m^mmhtc^. mm. 
izmm^ivzMz. o. 2 n-jm*^. tk, tafq^m7jc^^- h u 

fcM^^^-Mx^Og^M (5:1) tiO»iftt« 
3, 6-y^OO-N- (f 7V-JV- 2 - -f Jk) -2- 
15 tf U > ? >*;i/^ + l7-5 H 2. 8 g (JR* : 64%) ^fifelfttLT 

l&nfc^Dnftl . 27g (4. 64mmol) ON, N-S>* 
?JI/*jl/A7 5 H»* (10ml) fc, 'J7A1. 2 5 g ( 9 . 

04mmol) S«4-/h^yf*7i/-JH05tf 1 (4. 8 7 
20 mmo 1) *1X\Z.tz'&, MT? 2 4 R#KI«#L;fc. RjfcffljfcTlc&Un*., 



13 5 



WO 2004/081001 



PCT/JP2004/001568 



X^JU=4 : 1-1 : 1) fc,fc9tt«U 6-#PD-3- (4-* h 
^y-7x-J^Jl^77^) — N — (f77-^-2-<W -2- 
k!U zS>t))V-$*-y-^ F 1 . 7 0 g (» : 97%) ^SfiH#:tlT 
5 ^ fe-o 

#£ftfc 6 -9 u um*$ft 7 0 5 mg ( 1 . 8 7 mm o 1 ) ON, N 
-y^fi^Jl^A75 K»* (10ml) fc, £*^# >J^ 3 5 0mg 
(2. 5 3mmo 1 ) Rtf3 V- 1 , 2, 4-MJ7 % /— ;U 

285mg (2. 82mmol) ^MXtz^k. 3 5 nfffiftUKStfE Lfc. 

- pnsfc;PA : /-)V= 10 0: 1 ) Rtf^lt > - tSx^ 

;koib^»« (1:1) fc«k*«art;fc,fcD*»«u mmfc&®4 1 o 

mg (JR* : 5 0%) ^fifi@#i:Hlfc. 
15 1 HNMR (CDC1 3 ) 6:3. 87 ( 3 H , s ) , 6. 07-7. 0 
7 (4H, m), 7. 22 (1H, d, J = 8. 7Hz), 7. 45 (1 
H, d, J = 3. 6Hz), 7. 49 (2H, d , J=9. 0Hz), 8. 
3 5 ( 1 H, s ) 

ESI-MS (m/ e); 4 4 3 [M + H] + 

20 ±iH®jg^j 1 tmmo^miz^ o , «iS0ij2-5 i©{t£«f#fc„ 

ft it 01 2 




13 6 



WO 2004/081001 PCT/JP2004/001568 

3- (4-7Mn-7i^MJl/77^) -6- (4-^5^-4 

h- [i, 2, 4] h u TvCniLz 3 --f;!/-x;i/7 7-;i/) -n- (4 
-^fj^-fy^/-^- 2 --r;w - 2 - bf u > ? >^;i/^^it$ k<pw 
m 

5 SI it til 2 ©to 3, 6-5?£aa- 2 -If U 5?>#;W#>BL 
2-75/ - 4-^fj^7 1 /-iK 4 -7JVtn-?t7i/-Jl/S 
^3-/;^7 t h-4-^5 1 ;Hl, 2, 4 - h U 7^-)V*m^T. 

10 1 HNMR (CDC 1 3 ) 6:2. 42 ( 3 H, s), 3. 74 (3H, 

s), 6. 62 (1H, s), 7. 00 (1H, d, J = 9. OHz), 7. 

10 ( 1 H, d, J=9. OHz), 7. 17 (2H,m), 7. 53 (2 

H, m). 8 . 4 0 ( 1 H, s ) 

E S I - MS (m/e) : 4 5 9 [M + H] + 
15 M0J3 




3 - (4 -7Jl^D-7x-;i/X;l/7 7-^) - 6 - ( 4 H~ [ 1 , 2, 
4] N U 7 "J — )V — 3 --f ;i/-7,;i/7 r —JV) -N- u-;*^;u-7- 
7'/-Jl/- 2 )V) - 2 - If U ^>#;l^^1t5 FOUM 
20 mm.ms (Dit&Mte, 3, 6-^DD-2-t?<Jy>*J^>^, 

2- 7$;-4-^?ji/f7 , ;-;v, 4 - 7;i/^-D5 1 ^7xy-;uRtx 

3 - ^;i/#7°b- 1 , 2, 4 - h y 7i/-;i/<&ffl^T, §m#y 1 tmm 

13 7 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 3 ) 6:2. 40 (3H, s), 6. 61 ( 1 H, 
s), 7. 01 (1H, d, J = 9. 3Hz), 7. 17-7. 25 (3 
H, m), 7. 58 (2H, m), 8. 35 (1H, s) 
5 E S I - MS (m/e) : 4 4 5 [M + H] + 

mmM4 




F 



3- (4-7)^Q-7i^;^^77-^) -6- (l-^^)V-^ 

10 )V-2-4)V) - 2 - tfU £X^jMj^Q KOWg 

ft £09 4 3, 6-^^nD-2-t'Ji?>*M>S, 

2- 7$;-4 -/^jvfyy-Jk 4 -7;i/tDft7i;-^st; 

3 - ^;U*7°h- 4 -*^)V- 1 , 2, 4 - h U 7"/-)VZ%^T. ft 

15 i*S£fcfc«k»5ftirr«&££j&<T#s. 

1 HNMR (CDC 1 3 ) <5:2. 41 (3H, s), 3. 73 (3H, 

S ), 6. 60 (1H, s ), 6. 77 (1H, d, J = 8 . 7Hz), 6. 

92 (1H, d, J = 8. 7 Hz), 7. 10-7. 22 (4H, m), 

7 . 5 2 ( 2 H, m) 
20 E S I - MS (m/e) : 4 5 8 [M+H] + 

mmw 5 



13 8 



WO 2004/081001 



PCT/JP2004/001568 




F 



3- (4-7MD-7x-HJ|/77-^) ~6~ ( 1 - * - 1 
H-fh7'/-;i/-5--f^-XJV7 7-JV) -N- (4-^^)1-^ 

5 »mm 5 o\t&m\ts 3, 6-s?^oo-2-tfu^>*^#>B6, 

10 1 HNMR (CDC 1 3 ) <5:2. 43 (3H, s ), 4. 12 (3H, 
s), 6. 65 ( 1 H, s), 7. 12 (1H, d, J = 9 . 0 H z ), 7. 
21 ( 2 H, m), 7. 45 ( 1 H, d, J = 9 . 0Hz), 7. 58 (2 
H, m) 

ESI-MS (m/e): 4 6 0 [M + H] + 

15 mmms 




3- (y^DA^yJ|/XjP77-iM - 6 - (4H- [1, 2, 4] h 
U77-;i/-3-^fJ>-X;V7 7^^) -N- (4-^^-f7'7- 



1 3 9 



WO 2004/081001 



PCT/JP2004/001568 



M#I6 tfMfc£$ite:, 3, 6 - ^DD - 2 -if u> ? >*;i/^>m, 

*;u#7h-i, 2, 4 - h u 77-;psrfflViT, » ft til i tmmox 

1 HNMR (CDC 1 3 ) <5:1. 20-1. 75 ( 6 H, m), 1. 8 
4 ( 2 H, m), 2. 06 ( 2 H, m), 2. 36 ( 3 H, s ), 3. 25 
(1H, m), 6. 56 (1H, s), 7. 43 ( 1 H, d, J = 8. 7 
10 Hz), 7. 64 (1H, d, J = 8. 7Hz), 8. 33 ( 1 H, s) 
E S I - MS (m/ e): 4 3 3 [M + H] + 



Mil 0IJ 7 




F 



3 - (4-7J^D-7xU^^7yrj|/) - 6- (4H- [1, 2 , 
15 4] V^7V-)V-Z-^)V-7,)V7 7~)V) - N - (^7 2 
ZjUk) - 2 - tf U z/>fi )V#*-V-$ FOMM 

h-i, 2, 4 - h u 7^-;i.^ffl^T, mmj i tmmo^m, z.ti 

1 HNMR (CDC1 3 ) 5:7. 01 (1H, d , J = 8. 7 H z ), 



14 0 



WO 2004/081001 
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7. 09 (1H, d, J = 3. 6Hz), 7. 19 (2H, m), 7. 2 
5 (1H, d, J = 8. 7 H z ), 7. 50 ( 1 H, d, J = 3 . 6 H z ) , 
7 . 5 0 ( 2 H, m), 8 . 3 5 ( 1 H, s ) 
E S I - MS (m/e) : 4 3 1 [M + H] + 

5 mmm s 




3 - (^rv-jv- 2--rji/-x;i/7T^;i/)-6-(4H-[i, 2, 

4 3 - MJ 7V-)V- 3 zjjjW) — N — (4-^?j|/-5 : 7y-^-2 
--r;u) - 2 - If U £>^jMj^»_$ POWg 

10 8 ©ft£#Jtt> 3, 6 - □ □- 2 - If u v>#;i^>®?> 

2-75/-4-/fJl/5 1 7 , /»Jk 2 - ;* 7 h - ^ 7 V- )VBlXS 

2, 4- h U7l/-;W*fflViT, 1 

D SUITS d<ha*T#£o 

15 1 HNMR (CDC 1 3 ) (5:2. 40 (3H, s ), 6. 60 (1H, 
m), 7. 3 0 - 7. 3 6 ( 2 H, m), 7. 59 (1H, d, J = 3. 
6Hz), 8. 02 (1H, d, J = 3. 6Hz), 8. 34 (1H, s) 
E S I - MS (m/e) : 4 3 4 [M + H] + 

mfem 9 




1 4 1 



WO 2004/081001 PCT/JP2004/001568 

3- (2-7J^D-7i-MJl/77-^) -6- (4H- [1, 2, 
4] - b U 77-;l/~ 3 --f -N- (^7l/-;i/- 

«Ji^J9©flS^«ltt, 3, 6-y^DD-2-H>J^>^JjH>^ 
5 2-75. y^7V-)V. 2-y)V*n?*7 3:;-)\,Rtf3-*)V%7 

h-i", 2, 4 - hV7V-)i*m^x. mmmi tmmaism* cm 

1 HNMR (CDC 1 3 ) 5:7. 01-7. 0 4 ( 2 H, m), 7. 2 
10 0-7. 28 ( 3 H, m), 7. 46 (1H, d, J = 3. 6Hz), 7. 
51-7. 64 (2H, m), 8. 36 ( 1 H, s) 
E S I - MS (m/e) : 4 3 1 [M + H] + 

mmm 1 o 




15 3-7x-^XJ^77-JH6- (4H- [1, 2, 4] -HJ7 % /- 
^-3--f;V-X^7 7-» -N- i^7V-)V - 2 )V) -2- 

UfeM l 0©{fc£«i«, 3,6-v^PD-2-tfU i?>*;P#>S, 
2-75/f7 , /-JK ft7iy"M^3-^J^7 a h-l, 2, 

1 HNM| (CDC 1 3 ) 6:7. 02-7. 09 ( 2 H, m), 7. 2 



1 4 2 
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4 (1H, d, J = 8. 7 Hz), 7. 47-7. 53 (4 H, m), 7. 
57-7. 63 (2H, m), 8. 38 (1H, s) 
E S I - MS (m/e) : 413 [M + H] + 
M&M 1 1 




3- (4-7J^D-7i-H^y) -6- (4H- [1, 2, 4] 
b U 7 3 - -f - X ;U 7 y-JlQ -N- (^7 7~^- 2 - *f 

jj/) - 2 - tf U 2>^iMj±±3 HCiH 

Mit^J i i (Dit&mt. 3,6-^^pn-2-tru $?>#;p#>g^ 

10 2-75 4-7JVt07x;-;Ht^3-^J^7 , h- 
1. 2, 4-hiJ7!/-^Sffl^T, SiMUPIttliDm £nfc!p 

1 HNMR (CDC 1 3 ) 5:7. 04 (1H, d , J = 3. 6Hz), 
15 7. 05-7. 13 (4 H, m), 7. 24 (1H, d, J = 8 . 7 H z ), 
7. 46-7. 51 (2H, m), 8. 32 (1H, s) 
E S I - MS (m/e) : 415 [M + H] + 

mmm 1 2 




14 3 



WO 2004/081001 PCT/JP2004/001568 

3- (4-* h*is-7 x.-)l*?-)lZ)V7 T -6- 

;i/ - 4 h - [l, 2, 4] h u ry-ji/- 3 --r ;i/-x;i/7 t^;u) - 
atifi^i l 2 ote'&flm, 3 , 6 o n- 2 - eu 

5 2-75;f7 > /-JK 4-^ h^v^>>?;U^;i/^^^>RtJC3 

2, 4 - h U 7l/-;W*ffiV»T, Slittfy l 

1 HNMR (CDC 1 3 ) 6:3. 7 6 (3H, s), 3. 79 (3H, 

10 S ) , 4. 11 (2H, s ) , 6. 84 (2H, d, J = 8 . 8 Hz), 7. 

01 (1H, d, J = 3. 2Hz), 7. 30 ( 1 H, d, J = 8. 8 

Hz), 7. 32 (2H, d, J=8. 8Hz), 7. 51 (1H, d, 

J = 3 . 2Hz), 7. 65 (1H, d, J = 8 . 8Hz), 8. 44 (1 
H, s) 

15 ESI-MS (m / e ) : 4 7 1 [M + H] + 

urnm 1 3 




3 - (3-7^tn-7i^J^Jl/7 7n;|/) - 6 - (4 H - [ 1 , 2, 
4] MJ 7'/-;!/- 3 -4 )V-Z)17 r-)l) — N — (5 1 7 > /-;i/-2 

20 --f;io - 2 - if u v>^;i/^^tf$ K<owg 

®ii£0!J 1 3 ©{fc£-#j«, 3 , 6 - v 5 ^ □ o - 2 - tf U i?>%)btf>m % 



144 



WO 2004/081001 
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h-i, 2 4 - h u 7V-;w^ffl^x, m&m i tmmo^m, :ni; 
m c tcij&x \t z. n e> t t * z> z, t \z& o mmr % z. t 

1 HNMR (CDC 1 3 ) 5:7. 02 (1H, d, J = 3. 6Hz), 
5 7. 05 ( 1 H, d, J=8. 4Hz), 7. 18 (1H, t d , J=8. 
4Hz, 3. 2Hz), 7. 24 ( 1 H, d, J=8. 4Hz), 7. 2 
9 (1H, ddd, J = 8. 4Hz, 2. 8Hz, 2. 8Hz), 7. 3 
6 (1H, d, J = 7. 6Hz), 7. 42-7. 48 ( 2 H, m), 8. 
3 5 ( 1 H, s ) 
10 E S I - MS (m/ e) : 4 3 1 [M + H] + 

mmm 1 4 



3 - ( 2 , 4 -y7J^O-7i^Xil/7 7~;U) - 6 - (4 H - [ 1 , 
2, 4] MJ 7_£z2L= 3 -^)V-7,)Vy 7=Jkl -N- (^7-/-;i/ 
15 -2--f;W - 2 - b!'J ^>^>;i/^^it5 FOIMM 

MM 1 4<D{t&#)«„3, 6-y^OD-2-H'J>?>*iH>| > 
2-7$7f7y-JK 2, 4-y7;^Dft7i/-JPXr/3-/ 

;i/#7° h- 1 , 2 , 4 - h u ry-j^ffl^i, ©jg^ij 1 

20 §^<h^T#^o 

1 HNMR (CDC 1 3 ) <5 : 6 . 98-7. 05 ( 4 H, m), 7. 2 




F 



14 5 
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8 ( 1 H, d , J = 8. 8Hz), 7 . 46 ( 1 H, d , J = 3 . 6 H z ), 
7 . 58-7. 64 ( 1 H, m), 8. 36 (1H, s) 
ESI-MS (m/e): 4 4 9 [M + H] + 

&mw 1 5 




3- (4-7JPta-7i^n^77^^) -6- (5-^^;U-4 
H- [1, 2, 4] -hU7'/-Jl/-3--f;P-XJl/7 7-A) - N - 

(f7'/-jp- 2 --r;i/) - 2 - tf u >j>^LH^i±itfl h oiwfi 
ftfttij 1 5 oit&mte, 3,6-^^pa-2-tru ^>*;i/^>m, 

10 2-75/?77"Jk 4-7MDft7i;-J|/W3-/J^7 t 

h- 5 1 , 2, 4-h u 7vf-;p£fflv>x» ftififli 1 if3«® 

1 HNMR (CDC 1 3 ) 5:2. 58 (3H, s ) , 6. 97 (1H, 
15 d, J=8. 4Hz), 7. 04 (1H, d, J = 3. 6Hz), 7. 1 
5-7. 23 ( 3 H, m), 7. 48 (1H, d, J = 3 . 6Hz), 7. 
54-7. 58 ( 2 H, m) 
ESI-MS (m/e) : 4 4 5 [M + H] + 
ft it til 1 6 



14 6 



WO 2004/081001 
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3- (4-->77-7x^X;i/77-J^) -6- (4H- [1, 2, 
4] h 'J 7*/-)V- 3 )V-7>)Vy 7~)V) — N — (^7'/-;P-2 

-l, 2, 4-hV7V-)v*m^T. mmmi tmmojsm, z\n\z 

10 1 HNMR (CDC 1 3 ) <5:7. 06 (1H, d , J = 3. 6Hz), 
7. 11 (1H, d, J = 8. 8Hz), 7. 30 ( 1 H, d, J=8. 
8Hz), 7. 49 (1H, d, J = 3. 6Hz), 7. 65 (2H, d, 
J=8. 8Hz), 7. 73 (2H, d, J = 8. 8Hz), 8. 40 (1 
H, s ) 

15 E S I — MS (m/ e): 4 3 8 [M + H] + 

m mm 1 7 




14 7 



WO 2004/081001 PCT/JP2004/001568 

3- (tf'Jy>-4--fJV-Z^7 7^JV) - 6- (4H- [1. 2, 
4] h'J7'/-ih3-^hX^77^JV) -N- (9-7V-)l-2 
-4)V) - 2 - fcf' J gXftjMj^JvS K<PW» 
Sm#li 7 3, 6-v^DD-2-tfU> ? >*JU#>i?, 

-l, 2, 4- hV7V-)v*mKT, mmmi trnmo^m. zn\z 

1 HNMR (CDC 1 3 ) 5:7. 09 ( 1 H, d, J = 3. 6Hz), 
10 7. 28-7. 35 ( 2 H, m), 7. 43 (2H, d , J = 6. 0Hz), 

7. 51 (1H, d, J = 3. 6Hz), 8. 39 ( 1 H, s), 8. 6 

2 (2H, d , J=6. OHz) 

E S I - MS (m/e) : 4 1 4 [M + H] + 

m&m 1 8 




3 - ( 4 -7)V*U- 7x^7^7 T—)V) - 6 - ( 4 H - [ 1 , 2, 
4] h'J7 , /-jl/-3-fJP-7>^7 7-^) -N- {±7±TU [5, 
4-b] fcf U 2 --Ol/) -2-tf'jy>j!)^4»SHg)ig 

MM 1 8C!){b^#jtt, 3,6-^^DP-2-tfU v>#;P#>8^ 
20 2 -7Sy-f7 ( /P [5, 4-b] U V s > . 4-7iWD5 : t7i 

y-;WRtf3 1 , 2, 4 - h u 7^-j^ffl t^x, 
01 1 tmmv>i5$k, z.n\zmvrzj?mx\zz.nt> t%mt*m.fr&t>i£ 



1 4 8 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 3 ) 6:7. 00 (1H, d , J = 8. 8Hz), 
7. 16-7. 20(2 H,m), 7. 25(1 H, d.. J = 8 . 8Hz), 
7. 37-7. 41 ( 1 H, m), 7. 55-7. 58 ( 2 H, m), 8. 
5 02 ( 1 H, d, J = 8 . 4Hz), 8. 42 (1H, s ), 8. 51 (1 
H , d , J=4. 4Hz) 
E S I - M S (m/ e ) : 4 8 2 [M + H] + 

mitm 1 9 



10 3 - (4 h*^-? x-JVXfr? T-)V) - 6- (4H-[l, 2, 
4] h'J7'/-^-3--fJ|/-XJl/7 7-^) — N — 

fji/-^7'/-^-2--f;v) - 2 -bf u pytuit^vs. wmm 

1 9 <D\t^mt, 3,6-^£DD-2-b?u v>#;i-#>m> 

15 7x;-^R«3-^;V*^h-l, 2, 4-hU7 , /-;kSfflV>T,8 

1 HNMR (CDC 1 3 ) (5:3. 43 ( 3 H, s ), 3. 86 (3H, 
s), 4. 51 (2H, s), 6. 92 (1H, s), 6. 96-7. 02 
20 (3H, m), 7. 22 ( 1 H, d , J=8. 7Hz), 7. 49 (2H, 
d, J = 8 . 7Hz), 8. 35 (1H, s) 
E S I - M S (m/ e): 4 8 7 [M + H] + 




14 9 
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mmm2 0 





3 - (4 - 7tf^-7xrj^XJl/77-^) - 6- (4H- [1, 2, 
4] h^TV-fr- 3-4 )V-X)177-)V) — N — j±7 -2 
5 ^rLik) - 2 - tf'J S?> ft 5 PCDHg 

SUlPJ 2 o ®<b^«»«, 3 , 6 - o □- 2 - try z?>%)Vtf>wt, 

2 - 7S/f7V-jk 4-7tf;^t7x/-J^l/3 

2, 4-hU7V-;^ffl^T, SU&0IJ 1 «h|^4f Jin 

10 t^ff § 0 

1 HNMR (CDC 1 3 ) 6:2. 65 ( 3 H, s), 7. 05 (1H, 
d, J = 3. 6Hz), 7. 10 (1H, d, J=8. 4Hz), 7. 2 
5 (1H, d, J = 8 . 4 H z ), 7. 47 (1H, d, J = 3 . 6 H z ), 
7. 65 (2H, d, J = 8. 6Hz), 8. 01 (2H, d, J=8. 
15 6 H z ), 8 . 3 6 ( 1 H, s ) 

E S I - MS (m/e) : 4 5 5 [M + H] + 

mmm 2 1 



15 0 



WO 2004/081001 



PCT/JP2004/001568 




3 - (^jryx. y- 2--f^-X;i/77ZJ|/) -6 - (4H- [1, 2 , 
4] hUT'/-)l- 3 )V-X)ly 7=.)V) -N- &7*/-)V- 2 

5 SUM 2 1 ©fc'&t&tt, 3 , 6 -VV OP - 2 - t!U V>i3)V&>m. 

v-i, 2, 4 - h u 7V-)v*m^x, mm.mi tmuoxfe* 

10 1 HNMR (C D C 1 3 ) 5:7. 01 ( 1 H, d, J = 3 . 2 H z ), 
7. 06 (1H, d, J = 8 . 8Hz), 7. 16 ( 1 H, dd, J = 3 . 
6, 5. 2Hz), 7. 26 ( 1 H, d , J = 8 . 8 H z ), 7. 35 (1 
H, dd, J = l. 2, 3. 6Hz), 7. 43 ( 1 H, d, J=3. 2 
Hz), 7. 60 (1H, dd, J = 1 . 2, 5. 2Hz), 8. 35 (1 

15 H, s) 

ESI-MS (m/e): 419 [M + H] + 
$*if #1 2 2 




15 1 



WO 2004/081001 PCT/JP2004/001568 

3 - (4 - J* h^y/^-7x-JkXJ^77^)- 6 -(4H-[ 1 , 

2, 4] h u 7V-)i- 3 k^z2JkZ y ^Jkl ~ (^77-;i/-2 

$2jt0!|2 2®fc£*»«, 3, 6-^^DD-2-tTU 

iiTs So 

1 HNMR (CDC1 3 ) (5:3. 46 ( 3 H, s), 4. 50 (2H, 
10 s), 7. 00 (1H, d, J=3. 2Hz), 7. 02 (1H, d, J 

= 8. 8Hz), 7. 17 (1H, d, J = 8. 8Hz), 7. 42 (1 

H, d, J = 3. 2Hz), 7. 43 (2H, d, J = 8. 0Hz), 7. 

54 (2H, d, J = 8. 0Hz), 8. 33 ( 1 H, s) 

E S I - M S (m/ e): 4 5 7 [M + H] + 
15 ® jgftl 2 3 




3- (4-7^tD-7xZJ^^77-il/) -6- (5-7^;i/-4 



H- [ 1 , 2 


, 4] h ury-^- 3 




-x^7r-W — N — 


7Vu [ 5 , 


4 - b ] h° U v > - 2 - 







20 5 H<PWg 

M0>J2 3 3, 6 2 - tf U >?>*;|/Jl5>K, 

2-757-f77n [5, 4-b] tfU> ? >» 4-7WDft7i 



1 5 2 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 , ) 5:2. 54 (3H, s), 6. 96 (1H, 
5 d, J = 8 . 8Hz), 7 . 11-7. 16 ( 2 H, m), 7. 17 (1 
H, d, J = 8. 8Hz), 7. 37 ( 1 H, dd, 3=4. 8, 8. 0 
Hz), 7. 50-7. 54 ( 2 H, m), 8. 00 (1H, d, J = 8 . 
0Hz), 8. 45 (1H, d, 3=4. 8Hz) 
E S I - MS (m/e) : 4 9 6 [M + H] + 

io mfem 2 4 



3- (4-/^l/-7i^^XJl/77^JV) -6- (4H- [1, 2, 
4] h'J7'/-^-3--f^-XJV7 7-^) — N — (4-*mr->* 
^)V-^7'/-)V- 2 -4)1,) - 2 - tf U g_XftjMj±jL5 FOflM 
15 MM 2 4 3 , 6-y^DP-2-K'J^>AJ^>t« 

. 2 - 7$ J - 4 Ky^f^-f7y-ik 4 -^^ft7i; 
-;HSLt/3-/J^7'h-l, 2, 4 - h U 7!/-;P*fflViT, ftjg^J 

20 1 HNMR (CD C 1 3 ) 6:2. 42 ( 3 H, s), 3. 43 (3H, 
s), 4. 51 (2H, s ) , 6. 91 (1H, s ) , 7. 00 (1H, d , 
J = 8 . 8Hz), 7. 19 (1H, d, J = 8 . 8Hz), 7. 26 (2 
H, d, J=8. 4Hz), 7. 44 (2H, d, J = 8. 4Hz), 8. 




1 5 3 



WO 2004/081001 
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3 4 ( 1 H, s ) 

E S I - MS (m/e ) : 4 7 1 [M + H] + 

mm® 2 5 




CI 



5 3- (4-^Dn-7xrj^J^77-JP) -6- (4H- [1, 2, 
4] h'J7'/-JV-3--fJ|/-X^7 7-Jl/) — N — (4-*h*->^ 

fji^-fyy-ji/- 2-<i)v) - 2 - if i) g>^Jkjj±»l Hcpffljg 

2 5 © 3, 6 OD - 2 - tf 'J V>iJ)V#>m* 

2-7S/-4-;* h + i'^f^-fTV'-ik 4-^DUft7i7 
10 -)VX.tf3 -^JVtJfb- 1 , 2, 4- hU7»/-;USffi^T» «JfiW 

£ <h fc <£ 0 ®J jg T § £ t ifi T # S . 

1 HNMR (CDC 1 3 ) (5:3. 43 (3H, s ), 4. 50 (2H, 
s), 6. 91 (1H, s), 6. 97 (1H, d, J = 8 . 8Hz), 7. 
15 2 0 ( 1 H, d, J = 8. 8Hz), 7. 42 (2H, d, J = 8. 4H 
z ) , 7. 4 9 (2H, d, J = 8. 4 H z ) , 8. 33 ( 1 H , s) 
ESI-MS (m/.e): 49 1 [M + H] + 

mmm2 6 
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3- (4-7JI/tD-7x-JVXJ|/77-JV) -6- (3H- [1. 2, 
3] h'J77-^-4--fJl/-XJP7 7^JP) -N- {^JV-)V-2 

mmm 2 6 <D\^mt. 3 , 6 -vv u 2 - tf u 
y-;i/R^4 -*;u#:/h- 1 , 2, 3-h'J7 x /-J^ffl^t, Sjfi 

1 HNMR (CDCl,) 6:6. 66 (1H, d, J=8. 8Hz), 
10 6. 72 ( 1 H, d, J = 8. 8Hz), 6. 86 (1H, d, J=4. 
OHz), 6. 89-6. 94 ( 2 H, m), 7. 25 (1H, d, J = 
4. OHz), 7. 27-7. 30 ( 2 H, m), 7. 72 (1H, s ), 
E S I - MS (m/e) : 4 3 1 [M + Hj + 
MM 2 7 



3- (4 - ^fJV7>J^-JV-7iZj^j|/7 7—)V) -6- (4H- 
[l, 2, 43 h U 77-;p- 3 ^Ukn2JkZ 7~)\>) — N — (5P7 
7-^- 2 -^f jtO - 2 - tf 1 J ij>AjM!±±3 KtP«» 
MigM 2 7 ©{fc&titt» 3,6-v^on-2-tfU 5>>*;H«>*, 
20 2 -75 J -fTV-Jk 4 -^^;i^7,;!/7}s-;i/^^7xy-;i/Rr;3 
-^J^7h-1, 2, 4-h'J7 , /-;^I^T > SiljSl^iO 



15 




15 5 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC1 3 ) 6:3. 12 (3H, s), 7 . 05 (1H, 
d, J = 3. 6Hz), 7. 11 (1H, d, J = 8. 8Hz), 7. 2 
5 8 (1H, d, J = 8. 8Hz), 7. 48 (1H, d, J = 3. 6Hz), 
7. 74 (2H, d, J=8. 0Hz), 8. 00 (2H, d, J=8. 
0Hz) 8. 39 (1H, s) 
ESI-MS (m/e):491 [M + H] + 

mmw 2 8 



3 - (4-^h^'>-7x-;i/X;i/77-;V) - 6- (4H - [ 1 , 2, 
4] h U T'/-)V- 3 )1-Z)17 7~)l) -N- (5-fcKD^> 
^^)V-^7V-)V- 2 -< Jl/) - 2 - eU v>fl;i/tf*1j-5- FOIUM 

® 5609 2 8 <r>{£%m\*. 3 , 6-$?^nn-2-tru^>*;w#>*, 

15 2-75;-4-tFD^'>/f*-f7 > /-Jk 4-*h*S>^:t7 
i;-;i^Rtf3-^;V*^h-l, 2, 4 - h u 7y-j^ffi^t. ft 

1 HNMR (CDC 1 3 ) 6:3. 86 ( 3 H , s ) , 4. 78 (2H, 
20 s), 6. 99 (2H, d, J = 8. 8 Hz), 7. 02 (1H, d, J 
= 8. 8Hz), 7. 18 (1H, d, J = 8. 8Hz), 7. 35 (1 




■OH 
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H, s), 7. 46 (2H, d, J = 8. 8Hz), 8. 39 (1H, s) 
E S I - MS (m/e) : 4 7 3 [M + H] + 
Ui&m 2 9 



5 3- (4-7J^n-7iZjPX^77-^) -6- ( 5 - ;* h * ;* 

5^;p-4H- [i, 2, 4] mj T^niLz 3 zA ^-x;V7 7 -;)/) 

-N- 2 --f - 2 - tf U vXftjMj^Q K<P«g 

gjgftl 2 9 ©{t£M> 3 , 6 no - 2 - tf U ^>#JP#>m, 

2 -75 / -3-7 V'-)V, 4-7;PtD?t7i/-;i/Rtf3-^^* 
io y h - 5 - * h*->/ 1 , 2, 4 - h U 7V-;U*ffl^T» gjfi 
til 1 i:H«IO*j*» £nt^fc:fr&Xtt£tte£#ffi££fc*£fc-e: 

1 HNMR (CDC 1 j ) <5:3. 50 (3H, s ), 4. 76 ( 2 H, 
s), 6. 98 (1H, d, J = 8. 8Hz), 7. 03 (1H, d , J 
15 =3. 2Hz), 7. 14-7. 22 ( 3 H, m), 7. 48 ( 1 H, d, 
J = 3. 2Hz), 7. 5 4 - 7. 5 7 ( 2 H, m) 
ESI-MS (m/e): 475 [M + H] + 
§£M3 0 
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3- (6 - *^)i,-VVz?>- 3 -< )V-7.)V7 7-)V) - 6- (4H 
- [1, 2, 4] h U 7V-)V- 3 )±=2Jk2 T-fr) ~ N — (J- 

mm.m3 o , 6-^^pn-2-ifu> > >*;i/#>i?, 

5 2-7$;-f77-;k 3 -^^^7°h- 6 tf U V>1lX$ 
3-*)W7h-l, 2, 4 - h U 7V'-JU£^T, 1 ill® 

• DS3iif § £ ttfX*%Z> a 
1 HNMR (DMSO — d 6 ) 6:2. 51 (3H, s), 7. 17 (1 

10 H, d, J=8. 8Hz), 7. 21 (1H, d, J=8. 8Hz), 7. 
35 (1H, d, J = 3. 6Hz), 7. 36 (1H, d, J = 8. 8H 
z), 7. 57 (1H, d, J=3. 6Hz), 7. 83 (1H, dd, 
J = 2. 4, 8. 8 H z ), 8. 53 (1H, d, J = 2 . 4Hz), 8. 
7 2 ( 1 H, s ), 

15 ESI-MS (m/e): 4 2 8 [M + H] 

mmm 3 1 



3- (4-^^fJ^^A >: E-(jn7i-^XJl/77rjl/) - 6- (4 

H - [l, 2, 4] h u 7 3 --r ;i/-7>;i/7 7 -;i/) -n - (7- 

20 7 7-;h 2 --f ;i/) - 2 - eu £>^jMj±±$ h<pm» 
ttiftfll 3 l ©fc^&fcju 3,6-v^oD-2-tfU 
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#3 -*)V%7h- 1 , 2, 4 - h U Ty-^SfflWT, ©ji^J 1 £1^ 

5 1 HNMR (CDC1 3 ) 5:3. 02 (3H, s) 3. 15 ( 3 H, 
s ) , 7. 04 ( 1 H , d, J = 3 . 6Hz), 7 . 06 (1H, d, J 
= 8. 8Hz), 7. 23 (1H, d, J = 8. 8Hz), 7. 49 (1 
H, d, J=3. 6Hz), 7. 50 (2H, d, J=8. 4Hz), 7. 
61 (2H, d, J = 8. 4Hz), 8. 39 (1H, s) 
10 E S I - MS (m/e) : 4 8 4 [M + H] + 

mmm 3 2 



3- (4 - h u 7;p^-n^^;u-7x-ji/x;i/7 z_^ik) -6- (4H 

- [1, 2, 4] hU7';-^-3--f^-XJV77-^) -N- j± 

15 t*s-)v- 2 ^jjv) - 2 - e u v?>^;w^^-9-$ F^gg 

St&til 3 2 <Z){fc£fj«, 3,6-v^OP-2-eU v>#;p#>i?, 

2- 75 / -?7 % S-)V. 4 - HJ ^^^-n^^^^^-^xy-^RtX 

3- *;P*7h-l, 2, 4-hU7y-J^ffl^T, M#l 1 ^IWISI 

20 DSjgl-^eit^-e^^o 

1 HNMR (CDCl,) 5:7. 04 (1H, d, J = 3 . 6Hz) 
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7. 06 (1H, d, J = 8. 8Hz), 7. 26 ( 1 H, d, J = 8. 
8Hz), 7. 47 (1H, d, J = 3. 6Hz), 7. 66-7. 74 
(4 H, m), 8 . 3 8 ( 1 H, s ), 
ES I - MS (m/e) : 4 8 1 [M + H] + 

5 mmm 3 3 



3- (4-^J^^W^-7i-J^;P77-JP) -6- (4H 

- [1, 2, 4] h U ZJ£z2Lz 3 zJ. )±n2JkZ i_=Jkl — N — (5=- 
7V-JL= 2 ->f ;u) - 2- tf'j 2>^iMj^»5 HCDWSI 
10 mmm 3 3 <D<t;-&#ite. 3,6-s?^nn-2-tru v>#;u#>m> 

2-757 -?77-Jk 4-^fJ^JkA ,; E<J^t7xy-JPRD! 

3 - ■/ h - 1 , 2, 4 - h u 7!/-;i/*fflViT> »ig^j 1 ti^fii 

15 1 H N M R ( C D C JL ? ). .6 : 3 . 0 0 ( 3 H , d , J = 4 . 8 H z ) , 
7. 02 (1H, d, J=8. 8Hz), 7. 05 ( 1 H, d, J=3. 
6Hz), 7. 20 (1H, d, J = 8. 8Hz), 7. 47 ( 1 H, d, 
J = 3. 6Hz), 7. 59 (2H, d, J=8. 4Hz), 7. 81 (2 
H, d, J=8. 4Hz), 8. 32 (1H, s), 

20 E S I - M S (m/ e): 4 7 0 [M + H] + 
Ul&M 3 4 
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3- (h FD^->lW!r'>-7i^;^Jl/7 7~)V) - 6- (4H 
- [1, 2, 4] h'J7y-JV-3--f;i/-XJl/77^) -N- (7- 
7V-)V- — 2 - fcf U 2^ikjj±±5 PCD was 

5 §!Jji0!i3 4 <ZMb 3, 6 -^DD- 2 - tf U 5?>#;P# 

2 -7$/-?7V-Jk 4 - fc HD^i/Ifjm>'-5 : t7iy- 
)VRZS3 1 , 2, 4 - h U T^SfflUT, M0O 1 

10 1 HNMR ( C D C 1 3 ) 6:3. 97 (2H, m), 4. 13 (2H, 
m), 7. 00-7. 11 (4H, m), 7. 23 ( 1 H, d , J = 9. 
0 H z ) , 7 . 4 6 - 7. 5 4 ( 3 H , m)7 8 . 36 (1H, s ) 
ESI-MS (m/e): 4 7 3 [M + H] + 

nmmz 5 . 



15 




3 - (4-^h^S/-7i^JP77^) - 6- (4H - [1, 2, 

1 6 1 
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4] hV7V-)V - 3 )l-X)ly r-)l) -N- (5-^*^7 

$ ;^^-f7'/-ji/ - 2--OV) - 2 -tf y £>^iMi±»^ h<d 

M 

§Sit#iJ 3 5 CD^-&»tt, 3 , 6 -v^ □ □ - 2 - U > ? >^;i/#>M> 
5 2 -75 J - 5 J ^^)V^7V-)V. 4- * 

y x.; -*)V%7h- 1 , 2, 4-hU77-J^ffl^T, 

1 HNMR (CDC 1 3 ) 6:2. 32 (6H, s), 3. 70 ( 2 H, 
10 s), 3. 85 ( 3 H , s ) , 6. 9 7 ( 2 H , d , J = 8. 8 H z ) , 7. 
00 (1H, d, J = 8. 5Hz), 1. 19 (1H. d, J = 8. 5H 
z), 7. 26 ( 1 H, s ), 7. 46 ( 2 H, d, J=8. 8Hz), 8. 
3 1 (1H, s ) 

E S I - M S (m/ e): 500 [M + H] + 

15 mmm 3 6 




3- (4-^^f^7$7XfJ^^y-7i-JM^7 7^^) -6 
- (4H- [1, 2, 4] F'J7'/-jh3-^hX^7 7-)H - 
N — (jjJ^AziLz 2 ->f;p) - 2 - e U ^>^jMj^Q F<PfiBS* 
20 MMJ 3 6 <D{tGto\t* 3 , 6 - DD - 2 - fcf'J >?>*;U#>», 

1 6 2 
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5 1 HNMR (C D C 1 3 ) 5:2. 40 ( 6 H, s ), 2 . 8 2 ( 2 H, 
t, J = 5. 6Hz), 4. 13 (2H, t, J = 5. 6Hz), 6. 9 
5-7. 05 (4H, m), 7. 21 (1H, d, J = 8 . 7Hz), 7. 
4 2 - 7. 5 0 ( 3 H, m), 8. 36 ( 1 H, s) 
E S I - M S (m/ e): 500 [M + H] + 
10 M0J 3 7 



3- (4-h FD^'>Xfil/-7i^^X^7 7-M -6- (4H- 

[l, 2, 4 3 h u 7V-)V- 3 --r;^-x;P7 7-;i/) -n- (q; 
2 zjUk) - 2 - tfu ^>^j;p^^u-$ k cd aw SI 

15 M»J 3 7 ©<b£tlte, 3,6-S?*DD-2-fcfU ^>*M>8, 
2-7>;-f7 , /-JK 4-t h*D + >'I^ft7i;-W3 

-*;i/#7h-i, 2, 4- bVT^-Azm^T, m®.Mi tmmo 

20 1 HNMR (CDC 1 3 ) 5:2. 93 (2H, m), 3. 90 (2H, 
m), 7. 04-7. 10 (2H, m), 7. 23 (1H, d , J = 9. 
OHz), 7. 36 (2H, d, J = 7. 8Hz), 7. 48-7. 56 
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( 3 H, m), 8 . 3 4 (1H, s ) 
E S I - MS (m/e ) : 4 5 7 [M + H] + 
MM 3 8 




5 3- (4 zi2!L±Jk2Jk2. T^A Z_x^Jk2Jk2 r-)V) -6- (4 

H- [1, 2, 4] F'J7'/-f-3--fJ|/-7^7 7-^) - [±7_ 

2 --r;M — 2 — tf U ^ >^j;p^^jj-$ FonaM 
M0J3 8©ft&$)&, 3, 6-5^DD-2-tfU ^>*;i/#>m. 
2 -7S;-f7y-Jk 4-^?J|/7Jl/7 7 : E'f;^t7i;-Jl'R 

io ^3-^;^7"h-i, 2, 4 - i> u 7 , ;-j^i^t, iiii^tj i tm 

1 HNMR (CDC 1 3 ) 5:2. 97 ( 3 H, s), 6. 98 (1H, 
d, J=3. 6Hz), 7. 21-7. 25 ( 3 H, m), 7. 30-7. 
15 5 0 (4 H, m), 8 . 2 8 ( 1 H, s ) 
E S I -MS (m/e) : 5 0 5 [M] + 
MMJ3 9 



1 6 4 
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err 




.0 



3- (4 -v^^flJl/A^-f ;!/- 7x^;i/XJl/7 -6- (4 

H- [1, 2, 4] h'J77-iH3-^Jl/-7^7 7^^) - N - i-j 

5 SS!M3 9©ft^tl«, 3, 6 - ^DD - 2 - tf U )V$>m.. 

;UM3 -*;i^:/h- 1 , 2, 4 - h u 7y-;^ffl^T, Slitfll 1 

10 1 HNMR (CDC 1 3 ) 5:3. 01 (3H, s), 3. 15 (3H, 
s), 6. 99 (1H, d, J=8. 8Hz), 7. 19 (1H, d , J 
= 8. 8Hz), 7. 25 (1H, d, J = l. 6Hz), 7. 48 (2 
H, d, J=8. 1Hz), 7. 56 (2H, d , J = 8. 1Hz), 8. 
31 (1H, d , J = 1 . 6 H z ) , 8. 41 (1H, s) 

15 ESI -MS (m/e) : 4 6 8 [M + H] + 
M^i^J 4 0 




OH 
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3- (4-hFn^'>-->^DA^->j^Jk77-JP) -6- (4H- 



[1, 2, 4] hV7\T-)\,- 3-<i JV-Zfryr-JV) -N- {±7_ 
2-4)V) - 2 - bf U 2>^jMj^»5 HOW »1 
M#I4 0 Oftl'&M, 3 , 6 on - 2 - tf U z?>~%)Vtf>Wt* 

5 2-75/-^7y-;k 4 h-v^nA^U-y-^&tf 3 

-^M^h-i, 2, 4 - h u 7V-)v*m^T, mm.m i trnuo 

1 HNMR (CDC 1 3 ) 6:1. 30-1.60 (4 H, m), 1. 9 
10 0-2. 15 (4H, m), 3. 10-3. 22 (1H, m), 3. 60 

-3. 70 (1H, m), 6. 99 ( 1 H, d, J=3. 6Hz), 7. 

40 (1H, d, J = 8. 8Hz), 7. 43 ( 1 H, d, J = 3. 6H 

z), 7. 61 (1H, d, J=8. 8Hz), 8. 32 (1H, s) 

E S I - MS (m/ e):435[M + H] + 
15 SI&0I4 1 




F 



3- (4-7MD-7i-JM^77^) - (4H- [1, 2, 4] 
fc U 3 -4 -N- (\ZV?*?>- 3-* 

)V) - 2 - fcfU £>^jMjj^»3 KCDW8* 
20 KM 4 1 ©fc'&fttt* 3,6-y^OD-2 - tf U v >®U 

7"h-l, 2, 4-hU77-;^ffl^T, SliSfll 1 d 
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1 HNMR (CDC 1 3 ) 6:6. 96 (1H, d, J = 9. 2Hz), 
7 . 12-7. 16 (2H,m), 7. 19 (1H, d, J = 9. 2Hz), 
5 7. 5 0 - 7. 5 5 ( 3 H, m), 8. 41 (1H, s), 8. 65 (1 
H , d, J=9. 2Hz), 8. 85 (1H, d, J=4. 8Hz) 
E S I - M S (m/ e): 4 2 6 [M + H] + 

mmm 4 2 



10 3- (¥7 i>y- 2 -^)l-7,)V7 7 -6- (4H- [1, 2, 

43 hVJV-fr- 3 )\s-Xfr7 7-)l) - N — (?7V-)V-2 

--ov) - 2 - tf j v>^;i/^^r»$ wmm 

®1}£01J4 2 3,6-5?^Pn-2-fcTU P>tlA^>m. 

2-75 / -5f 7 7-;k 2 -^;P*7°h- fcf^v>S.t/3 7° 
15 h-1, 2, 4 - h U 7^/-;i/^ffl^T, §l)£0ij 1 tmm<D*tik, Ztl 

1 HNMR (CDC 1 3 ) 6:7. 02 (1H, d, J = 3 . 6Hz), 

7. 39 (1H, d, J=8. 8Hz), 7. 45 (1H, d, J = 3. 
20 6 H z ) , 7. 68 (1H, d , J=8. 8 H z ) , 8. 38 (1H, s), 

8. 44-8. 46 ( 2 H, m), 8. 70 (1H, d, J = l. 6Hz) 
ESI-MS (m/e):415 [M + H] + 
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mmmi 3 




3- (6-^fJKtf'J^>-3-<JV-XJ^7 7-^) - 6- (4H 
- [1, 2, 4] h U 7V-)V- 3 )V-*)Vy 7-)V) -N- ( tf 
5 y*?>- 2-^)1) - 2 -tf U^ft^aE^-frS POggg 

2-75/-tf^^>> 3 6 - tTU ^>Rtf 3 
-^)vt>y'v-i, 2, 4 - h u rv-jizm v^t. $gjg#i i tmmo 

10 KJg-fS 

1 HNMR (CDC 1 3 ) 6:2. 64 (3H, s ) , 6. 96 ( 1 H , 
d, J=8. 8Hz), 7. 17 (1H, d , J=8. 8Hz), 7. 2 
8 (1H, d, J=8. 1Hz), 7. 77 ( 1 H, dd, J=8. 1, 
2. 2Hz), 8. 29 (1H, dd, J = 2. 6, 1. 5Hz), 8. 
15 3 5 ( 1 H, d, J = 2. 6Hz), 8. 41 ( 1 H, s), 8. 61 (1 
H, d, J = 2. 2Hz), 9. 68 (1H, d, 3 = 1. 5Hz) 
E S I - MS (m/e) : 4 2 3 [M + HJ + 

mmm4 4 
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CH, 



3- ( 6 - tf U v>- 3 -^)V-7,)Vy 7-)V) -6 - (4H 

- [1, 2, 4] h'J7'/-^-3--fJl/-X^7 7-^) — N - (4 

- *?)V-?7V-)V- 2 - 2 - fcf U zS>% H (PM 
5 & 

91 ft #14 4 3, 6 ->^PP-2 - t!U 

2-75;-4-^?JV-f7y-Jk 3 -/J^^h- 6 

tru s>>Rtf3 h- i, 2, 4 - h u 7V-;p^fflViT, 
io z.t\z.& vum.?* 3i ^^t#?.o 

1 HNMR ( C D C 1 3 ) 6:2. 39 (3H, s), 2. 63 ( 3 H, 
s), 6. 58 (1H, s), 6. 99 (1H, d, J = 8 . 8Hz), 7. 

2 0 - 7. 3 0 ( 2 H, m), 7. 74 (1H, d , J=8. OHz), 
8. 32 (1H, s ), 8. 62 (1H, s) 

15 E S I - M S (m/ e): 4 4 2 [M + H] + 
Ut&M 4 5 




3 - [4 - (1 - fc Fn^yXfJl/-7x-J^^77^JH] - 6 - (4 



1 6 9 



WO 2004/081001 PCT/JP2004/001568 

H- [1, 2, 4] HJ77-;i/- 3 )V-Z)by7-)V) — N — 

Sm#i4 5 (Dik&mt.z , 6-^na-2 -t!U 5>>#;p#>«, 

5 3 h- 1 , 2, 4 - h U 7l/-;USfflViT» 8jS0U 1 

t fc<k D Mifi-T^ FASTIS. 

1 HNMR (CDC 1 3 ) 6:1. 52 (3H, d, J = 6. 4Hz), 
4. 97 (1H, q, J=6. 4Hz), 7. 03 (1H, d , J=8. 
10 4Hz), 7. 06 (1H, d, J = 3. 6Hz), 7. 18 ( 1 H, d, 
J=8T4Hz), 7. 47 (2H, d, J = 8 . 0Hz), 7. 48 (1 
H, d, J = 3. 6Hz), 7. 52 (2H, d, J=8. 0Hz), 8. 
3 4 ( 1 H, s ) 

ESI-MS (m/e):4 5 7 [M + H] 
15 SUM 4 6 




3- (6 -*?)V- fcf U 3 - < ;P - X ;P 7 7-)V) -6 - (4H 

- [1, 2, 4] h U 7 3 - -f JV-7JV77-iH -N- (2 

-^f^-f77-^-4-^r;|/) - 2 - bf'J ^>^;i/^^u-$ HOW 
20 M. 

&£0!l 4 6 Ofc^tett, 3,6-> J ^OD-2-tr»J S> >#;U#>|S, 
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2 -75 J - 4-^wyy-;k 3 -^;i/*7°b - 6 tf 

U5?>Rtf3 h- 1, 2, 4 - h U 7l/-;p*fflV»T, M 

5 1 HNMR (CDC 1 3 ) 5:2. 63 ( 3 H, s ), 2. 72 ( 3 H, 
s), 6. 96 (1H, d, J=8. 4Hz), 7. 19 (1H, d, J 
= 8. 1Hz), 7. 27 (1H, d, J = 8. 4 H z ), 7. 68 (1 
H, s), 7. 76 (1H, dd, J = 8. 4, 2. 2Hz), 8. 26 
(1H, s), 8. 59 (1H, d, J = 2 . 2Hz) 
10 ESI -MS (m/e) : 4 4 2 [M + H] + 
MM 4 7 



3- (4-y^fj^;Vn : E-r^-7xr;^^7 7-;i/) -6 - (4 
H- [1, 2, 4] YVTV-)\>- )V-7s)\,7 7-)V) - N- (2 

15 -^fik-f77-;p- 4 zAJkl - 2 - h°u 2>^ildi±±s K<Q 88 

M0IJ4 7<2{t&^tt,3, 6 -92 UU- 2 - tru ^>*;pjK>k> 
2-757-4 -/f;i/f7y-Jk 4 - J?>^*^W^t7 

z;-;i/Rtf3-^;^7 , h-i, 2, 4 - h u jy-j^ffl v>t, s 
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I HNMR (CDCI3) 5:2. 69 ( 3 H, s ), 3. 00 ( 3 H, 
s ), 3. 14 ( 3 H, s ), 6. 95 ( 1 H, d , J = 8 . 8Hz), 7. 

II (1H, d, J=8. 8Hz), 7. 45 (2H, d, J = 8. 1H 
z ), 7. 56 (2H, d, J = 8. 1Hz), 7. 6 4 ( 1 H, s), 8. 

5 2 9 ( 1 H, s ) 

E S I - MS (m/e) : 4 9 8 [M + H] + 

m&w* 8 




3- (6-j*^;p-hfU v>- 3 7-;i/) - 6- (4H 

10 - [1, 2, 4] HJ 7!/-^- 3 ->f z -N- (4 

$ K<Pi»g 

M$J 4 8 <D{£&mt. 3,6-5?^DD-2-t!U ^>#;]/#>i?, 
2-757-4-^ h=r^^f^-f7y-;k 3-^;P*^h-6- 

15 ^^;i/-tru ^>RtX3 -*)i>xy°h- 1, 2, 4-hU7 , /-;^ffl 

1 HNMR (CDC 1 3 ) 6:2. 62 (3H, s), 3. 44 (3H, 
s ), 4. 51 (2H, s), 6. 91 (1H, s ), 6. 93 ( 1 H, d, 
20 J = 8. 4Hz), 7. 19 (1H, d, J = 8. 4Hz), 7. 26 (1 
H, d, J = 8. 0Hz), 7. 77 (1H, dd, J = 8 . 0Hz, 2. 
4Hz), 8. 35 (1H, s), 8. 61 (1H, d, J=2. 4Hz) 



17 2 



WO 2004/081001 



PCT/JP2004/001568 



ESI-MS (m/e): 4 7 2 [M + H] 
UmM4 9 




3- (l-^fJHlH-fh7y-^-5--fJ|/-X;|/77-^) - 
5 6 - (4H- [1, 2, 4] MJ7'/-^-3--fJl/-7^77-^) 

-N- (^7^-^-2-^;!/) - 2 - tf u i?>t))i-#*D-* ^omm 

mT&M 4 9 (Dit 3 , 6 - 5>£ D a - 2 - tf u yy% )V#>m. 

2-7>y-f7 , /-JK 2, 4- 

h U 7 7-;i/R^ 3-^;i/*7h-l,2,4-h UrV-^SfliHT, 

t> is- § c t \z «fc o tt & 1" § £ £ ifi r # 5 . 

1 HNMR (CDC 1 3 ) 6:4. 11 (3H, s ), 7. 11 (1H, 
d, J = 3. 2Hz), 7. 32 (1H, d, J=8. 8Hz), 7. 3 
6 (1H, d, J = 8 . 8 H z ), 7. 52 (1H, d, J = 3 . 2 H z ), 
15 8. 4 2 (1 H, s) 

ESI-MS (m/e): 419 [M + H] 

mmrn 5 o 
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3 - (4- h FD^yXfM^y-7i-J^^77-^) - 6 - (4 

h- [i, 2, 4] HJ 7 x /-;i/- 3 --f ;i.-x;i/7 r -N- (-r 

M03 5 0 (Dfc&mU* 3 , 6 -5?£ P □ - 2 - fcf >J >#;P3j? 

5 3-75;t^y-;k 4-hHD^j/ifW7i;.-wa:3 

2, 4 - h u Ty-j^fflux, Mii^j i tmuo 

1 HNMR (CDC 1 3 ) (5:3. 91 (2H, t, J =4. 6Hz), 
10 4. 0 5 ( 2 H, t, J=4. 6Hz), 6. 91 (1H, d, J = 8. 

8Hz), 6/9 2 (2H, d, J=8. 4Hz), 7. 11 (1H, d, 
J = 8 . 8Hz), 7. 22 ( 1 H, d, J = 1. 5Hz), 7. 39 (2 
H, d, J = 8 . 4Hz), 8. 25 (1H, d, J = l. 5Hz), 8. 

2 9 ( 1 H, s ) 

15 E S I - M S (m/ e): 4 5 7 [M + H] + 

gimm 5 1 



- (4H- [1, 2. 4] h'J7';-;k-3--fJ|/-7Jl/7 7-^) - 
20 N — (-T VlrD-V-fr- 3 -4 )V) - 2 - tf U S?>^;W^^r»$ HCDiB 
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mmm 5 1 ofc&mt. 3 , 6 -w □ 2 - tru ^>#;i/#>&, 

1 HNMR (CDC1 3 ) 6:2. 43 (6H, s), 2. 85 (2H, 
t, J=5. 5Hz), 4. 12.(2H, t, J = 5. 5Hz), 6. 9 
0 (2H, d, J=8. 8Hz), 6. 93 (1H, d, J=8. 8Hz), 
7. 15 (1H, d, J=8. 8Hz), 7. 24 (1H, s), 7. 3 
10 8 (2H, d, J = 8. 8Hz), 8. 30 (1H, s), 8. 38 (1 
H, s ) 

E S I - M S (m/ e): 4 8 4 [M + H] + 

mmm 5 2 



15 3- (4-7Jl/tD-7i-J^J|/77-^) -6-7x;^y-N- 
(4-^fJl/-f7!/-^-2-^J|/) - 2 - bf'J i?>t>)l#*<y-5. H 
<PjHg& 

MM 1 £^il<Z>#feK:J;D#£n£ 3 , 6-5>*PD-N- (4- 

20 g ( 0. 2 9 2mmo 1 ) 0N, N - S J * ftfr A 7 5. (3m 
1 ) \Z. 7 135mg (1. 43 mm o 1 ) RtK^-fe i"? A 

540mg (1. 66mmol) 120gt2 4B#PM# 
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it> : M*x?JP=4 : 1) fc<kD*|!fSU 3-^nD-6-7i/t 
5 v—N- (4-*5-)V-77V-)l- 2 --f )V) - 2 - tf U 5? >%)V$ 
H 6 lmg : 6 1 %) *flfiH#tlT#fc. 

#6nfc3 -i?DDM2 3mg ( 0. 0 7 9 9 mmol) CD N , N 
-y^fJl/*;l/A75 H8*(2m 1 ) fc, R8*«J«JA8 Omg (0. 
5 7 9 mmo 1 ) RZ>*4 -7J^D^t7i/-;V2 0 ju 1 (0. 18 
10 8mmo 1 ) &toZ.tc'&. 1 0 0 Sir 1 6 mmWLtc, 

BWlX.^)l= 4 : 1 ) \Z «k DMU ^JHb£& 1 1 mg (JRJg: 3 2%) 

15 1 HNMR (C D C 1 3 ) 6:2. 37 ( 3 H, s ), 6. 58 ( 1 H, 
s), 6. 90 (1H, d, J = 9. OHz), 7. 10-7. 23 (6 
H, m), 7. 46 (1H, del, J = 7. 8, 7. 8Hz), 7. 62 
( 2 H. m) 

E S I -MS (m/e) : 4 3 8 [M + H] + 

20 ±muT&m s 2 tmrnommiz^r)^ mmms zoit^m^ntzo u 
mmms 3 
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3- (2-^Da-7iZJMfJl/-7S;) -6- (4-^^)1-4 
H- [1, 2, 4] MJ_Z *JjzJk ~ 3 — )V — X)V7 7 —)V) — N — (4 

-^fjv-f7';-;v- 2 ->f — 2 — tf U 3? > ft HOP 
ft 

5 »jfiffl5 3 »igm tw«l0^fek:«fcO^ens a, 6 

->>£an-N- (4-/5 L ;i'-5 1 7 1 /-^- 2 --r;W) -2-tfUv 
>ft;i/#3r+f-5 h\ 2 DD-^>yJ|/75 >Rtf 3 -*)V%ZfV- 

. 4-*^)i-i, 2, 4^hV7V-)i^m^x. mmms 2 tmmo) 

io SSitTS £ 

1 HNMR (CDC 1 3 ) 6:2. 41 (3H, s), 3. 73 ( 3 H, 
s), 4. 55 (2H, d, J = 6. 0Hz), 6. 58 (1H, s), 6. 
92 (1H, d, J = 9. 3Hz), 7. 2 0 - 7. 4 5 ( 5 H, m), 
8 . 3 2 (1H, s ), 8 . 7 2 (1H, m) 
15 E S I - MS (m/e) : 4 7 2, 474 [M + H] + 
5 4 




3, 6 -ex- (bru 2 --f ;p-x;W7 T-;i/) -n- (4-pt 

20 £j&0!l 1 t|Wl^(D^ifetct (9#Sn^> 3 , 6-v^DD-N- (4-* 
^;U-^7l/-;U- 2 - 2 - h°'J v>#;!^*1f-$ K 4 3mg 

(0 . 14 9 mmo 1 ) 0N, N-y/fJ^fA75 (2ml) 
fc, 2-^;^^Mf'Jy>24mg (0. 205mmol) Rtf&» 
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#U#A68mg (0. 4 9 2mmol) &JP;L£:&, 100gtl5 

W? h?77 4 - (t7UU-its)l& : **y-;V=2 0 : 1) K:J;D$»S¥ 
5 L, mmik&m 1 5mg (» : 2 3 %) -£Kt'&B#£UT#fc. 

1 HNMR (CDC 1 3 ) 5:2. 39 (3H, s), 6. 58 (1H, 
s), 7. 20-7. 30 (2H, m), 7. 40 (1H, d, J = 8. 
6Hz), 7. 46 ( 1 H, br. d , J = 8. 1Hz), 7. 52-7. 
75 (4H, m), 8. 5 5 - 8. 6 5 (2 H, m) 
10 E S I - M S (m/ e): 4 3 8 [M + H] + 

±mmitM 5 4 tm&<Djjm\z& o , sig^j 55-57 (Dit&%>*n 



mmm 5 5 




F 



15 3, 6-b'X- (4-7JVtD-7x-J|/Xik77-^) - N - (4- 

g&iy 5 5 0<fc£fctt, sm0»j i tmmo^miz ^Disns 3, 6 

-y^DD-N- (4-^fJP-f7y-f-2-'fM -2-fcfUv* 
>*;P# + 1^5 HRtf 4 -7.;VtQ5 : t7i;-;i/$I^T, Mil 00 5 

1 HNMR (CDC 1 3 ) 6:2. 41 (3H, s), 6. 59 (1H, 
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s), 6. 77 (1H, d, J = 9. 0Hz), 6. 88 (1H, d, J 
= 9. 0Hz), 7. 09-7. 20 (4H, m), 7. 49-7. 60 
(4H, m) 

E S I - M S (m/ e): 4 7 2 [M + H] + 

5 mm\ 5 6 



3, 6-tfX- (?7';-JP- 2 -4 )V-X)17 7~)V) — N — (5P7 

2 ;w - 2 - if u > ? >^;i/^^it$ h'^iuM 
mmm 5 6 ©ft^M, 1 tmm<D%m\z& D#e>n& 3 , 6 

10 -'^^DD-N- (4-/f^-f7 , /-Jl'-2-'fJk) -2-tfUv 5 

1 HNMR (CDC1,) 6:7. 06 ( 1 H, d, J = 3 . 6Hz), 
15 7. 2 7 ( 1 H, d, J = 8. 8Hz), 7. 37 (1H, d, J = 8. 
8Hz), 7. 54 (1H, d, J = 3 . 6Hz), 7. 59 (1H, d, 
J=3. 6Hz), 7. 61 (1H, d, J = 3. 6Hz), 7. 98 (1 
H, d, J = 3. 6Hz), 8. 02 ( 1 H, d, J = 3. 6Hz) 
E S I - MS (m/e) : 4 3 6 [M + H] + 

20 mmm 5 7 
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3, 6 — tf X — (_5^2L£iL= LLx 3, 4] f7y7'/-f-2--f 
)V-Z)V7 T-)V) — N — (f7'/-^-2-fJl>) -2-tfUv>;ft 
HOWS 

-^DD-N- (4 - *?-)V-3-7 V—)V- 2 --f ;U) -2-hfDS? 

!/-;h£/iv>t. Sign 5 4 iRtt©jft. ^ncipi;fe^^x«^n 

10 1 H N M R ( C D C 1 3 ) 5:2. 86 (3H, s ) , 2. 91 (3H, 
s), 7. 07 (1H, d, J=3. 6Hz), 7. 44 (1H, d , J 
= 8. 8Hz), 7. 52 (1H, d, J = 3. 6Hz), 7. 64 (1 
H, d, J = 8 . 8Hz) 
ESI-MS (m/e): 4 6 6 [M + H] + 

15 mmm5 8 
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3 - (4 -pt h^y-7i^J^^77-^) - 6 - ( 4 H - [ 1 , 2, 

4] h u 7V-;i/- 3 --r yn;i/) -n- (s-^ji/-^ 

mm^^f^^OA 3. 86g (32. 2mmol) C^^DD^>1 
5 IS (3-5ml) fcSITTlMO. 441ml (8. 27mmol) 
«TU $&TiH7&^T?2 OftfflmWLtc* ^CtMl:3, 6 
-5?£na-2-EU ^>*J^>U7 5 Omg (3. 9 1 mm o 1 ) 
t e r t -7?-)V7 )V~3-)\, 3 . 84ml (40. 2mmol) 
®-^DD^> (10ml) 1ST 1 5P#F«H 

10 $Cb<3f#U7c. *&T> ^I!:^tb'J7A3. 0g<Dzk?^(4 
0ml) £?&TU £j«/0^-&M£&3£TM#b£:o £J«£ 

- (^\^-y-> : MX5F;P= 97:3) £ 9 *f IS U 3, 6 - □ 
15 D-2-lfiJy>AJH>St e r t - 644mg (JR^: 6 

6 %) *&&mfctLTnfzo 

t#£nfcXX^# 1 . 7 0g (6. 8 6mmol) ON, N-://^ 
^*J^75 (70ml) gi&T. 4-/h + yft7i; 

-;V0. 9 2 7ml (7. 55ramol) MIA'JWl. 14g 
20 ( 8. 2 6 mmo 1 ) 1 B#Ffl^#bfc. Kl&falZ? D D*;UA£ 

~¥ b tf y 7 4 — (;\*-yr> : Wm^)V= 9 : 1) fc«fcD»«L, 6 - 
^DP-3- (4-^h + y-7irj^jl'77^) - 2- HUy> 
25 #;i^>$? t e r t -^^)V 7 4 3 m g (JR* : 3 1 %) *m&®VtW 
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§&tlfc^DD#4 5 1mg ( 1 . 2 8mmo 1 ) ©N, N-i?*^)V 
*^A75 FmW. (30ml) (c, £?&T, 3 - * )V% 7 h - 1 , 2, 
4- M)7*/-;P2 5 8mg (2. 5 5mmo 1 ) Rtf&KfcU A3 
5 3mg (2. 5 6mmol) ^JO^T, SfS^^l 3 OgTl OHfl 

?;U=2 : 1) fc«fct>*j|»U 3- (4-^h^y-7x-J^;i/77 
xju) -6- (4H- [1, 2, 4] h U 7V-)l- 3 --f )l>-X)Vy 
10 7-;U) - 2 - try 5?>tl)V#>WL t e r t 2 6 4mg (iR$s : 

4 9%) £&6ilMK<»£bTftfc. 

#StlfcX>;7^l/#: 2 64mg (0. 6 3 3 mm o 1 ) © z? 9 p o ^ * 
>»ift (5. 0ml) I:, 1ST, h'J7^tnff»2. OmlSrjD*. 
TSMSifitl. 5l$IHHt#L&. El&Ss£«£ETK:**tU 3- 
15 (4-^b + J/-7i-;P7;P7 7-^) -6- (4H- [1. 2, 4] 

h'J77-^-3--f;i/-xji/77-Ji') - 2 - try ^>*;w#>» 2 

2 8raglTOBftil/T#fc, 

ft£>nfc#JP#>&#5. 9mg ( 1 6 At mo 1 ) <DV>2 uu >m 
W. (1. Ornl) C liBT. 5 -^^^75 S9-7V—)V3 . 2mg 
20 ( 2 9 /imo DvN-tl«D^'>^>l/hU7 \/-;i/*jftH» 3 . 8 m g 
(2 7 Atmo 1 )> l-(3 -y^f^75 7 ^UMM - 3 -X^;W# 
^#SM 5 4mg (28/iraol) fcH^JP*.. &mm* 

^77-f- a =95 : 5) fc=k U $f © U ^ 
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M4t&m2. Omg (JR$ : 1 5 %) £fcKc&S#£ bTflfc. 
1 HNMR (CDC1 3 ) 6:2. 43 (3H, s ), 3. 86 ( 3 H, 
s), 6. 98 (2H, d, J=8. 4Hz), 6. 99 (1H, d, J 
= 8. 4Hz), 7. 09 (1H, s), 7. 19 (1H, d, J = 8. 
5 4Hz), 7. 47 (2H, d, J = 8. 4 Hz-), 8. 32 (1H, s) 
E S I - MS (m/e) : 4 5 7 [M + H] + 

±mn&m 5 s tm&<Dj?mfc&Q 59-65 o{t&m&&it. 
t&mm 5 9 




3 - (4 - * h^->-7i-H;i/77-)H - 6- (4H-[1, 2, 

4] h'J7 > /-jH3--fji/-x^7 7-^) — n — (-< y^-tM/~;u 

fijf #1 5 9 3,6-^^DO-2-t!U v>#;l/#>^ 

15 4-^h + ~>ft7i/-JK 3-/M7*h-l, 2, 4 - h U 7 V 

3 -75 y -.4 v*w-)izm^T, mmm 5 8 tmm®* 

1 HNMR (CDC 1 3 ) 5:3. 86 ( 3 H, s ), 6. 98 (2H, 
20 d, J=8. 4Hz), 6. 99 (1H, d, J=8. 4Hz), 7. 1 
9 (1H, d, J=8. 4Hz), 7. 30 (1H, s ), 7. 47 (2 
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H, d, J = 8. 4Hz), 8. 31 ( 1 H, s), 8. 41 (1H, s) 
E S I - MS (m/e) : 4 2 7 [M + H] + 
MM 6 0 



5 3 - (4 h^y-7x-J^JV7 7-)V) - 6 - ( 4 H - [ 1 , 2 , 
4]_MJ 7V-)V- 3 -1 )V-X)17 7-)V) — N — ([ l , 3 , 4] g; 
7V7V~)V- 2 - 2 - tf U v ? >^;i/^^»$ KOjlgl 

Sm0!l 6 0 (Dlt&mU, 3,6-^?DD-2-fUy>*M>l, 
4-^^yft7i;-Jk 3 1 , 2, 4-huyy 
10 -M^2-75;-l, 3, 4 -f7yry-J^ffl^T, Mifi^J 5 

1 HNMR (CDC 1 3 ) d: 3. 86 (3H, s), 6. 99 (2H, 
d, J = 8. 5Hz), 7. 03 (1H, d, J=8. 4Hz), 7. 2 
15 3 (1H, d, J = 8 . 4 H z ) , 7. 47 (2H, d , J = 8. 5 H z ) , 
8. 45 (1H, s), 8. 85 (1H, s) 
E S I - MS (m/e) : 4 4 4 [M + H] + 
®1»J6 1 
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3 - (4-^^->-7i^J^f77 - 6- (4H- [1, 2, 
4] h^)7^-)V- Z )V-7.)Vy r -N- ([1. 2, 4] - 

5 ®*»J 6 1 0{L£M> 3,6-5>*PD-2-fc!U 5?>*;H?>», 
4-^h^^>ft7i7-Jk 3-*;i/#7h-l, 2, 4-hUTV 
-Mtf5-75;-l, 2, 4 -f7^7!/-J^ffl^T, Sig09 5 

C DUETS d t^Tf 5. 

10 1 HNMR ( C D C 1 3 ) 5:3. 87 (3H, s ) , 7. 00 ( 2 H , 
d, J = 8. 4Hz), 7. 01 (1H, d, J = 8. 4Hz), 7. 2 
0 (1H, d, J = 8 . 4 H z ), 7. 48 (2H, d, J = 8 . 5Hz), 
7. 80 ( 1 H , s), 8. 36 (1H, s) 
E S I - M S (m/ e): 4 4 4 [M + H] + 

15 m&m 6 2 



3 - (4-* F^->-7i-J^Jl^77-JI/) - 6- (4H-[l, 2, 
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4] h'J7'/-^-3--fJP-X^77rjl/) — N — (4-^^)l^j)l 
tf-JV-^JV-JV- 2--j)V) - 2 - \Z U 2>fljM|*»5 H<OWg 

®!jI0iJ6 2 0{t£tJfciU 3, 6-v^7DP-2-tf'J 
4-^h + i/?t7i;-;K 3 -*;i/#:/h- 1 , 2, 4-MJ7*/ 

5 -rM^4 -7-fe^;i^- 2 -75 y -?-7V-)i*mteT, m&m-ss 

1 HNMR (CDC1 3 ) 6:2. 63 (3H, s ), 3. 86 (3H, 
s), 6. 98 (1H, d, J=8. 8Hz), 7. 01 (2H, d, J 
10 =8. 8Hz), 7. 22 (1H, d , J = 8. 8Hz), 7. 46 (2 
H, d, J = 8. 8Hz), 7. 86 (1H, s), 8. 33 (1H, s) 
E S I - MS (m/e) : 4 8 5 [M + H] + 
M01I6 3 



15 3 - (4-* F^y-7ilJl/7^77-^) - 6 - (4H - [1 , 2, 
4] MJ 71/-JP- 3 --fJl/-7^77-iV) -N- (fcfl)5v*>-4 

$££09 6 3 <7Mt£#J«, 3, 6 -v^DP- 2 - tTU z?>%)V#>m* 
4-^h*^>ft7iy-Jk 2, 4-hU7;/ 

20 -75 y - try 5 s?>*ffl^T, Sites 5 8 tmrnnxfe. 
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1 HNMR (CDC 1 3 ) 6:3. 86 (3H, s ), 6. 98 (2H, 
d, J = 8. 8Hz), 7. 02 (1H, d , J=8. 4Hz), 7. 2 

2 ( 1 H, d, J=8. 4Hz), 7. 46 ( 2 H, d, J = 8. 8Hz), 
8. 38 (1H, dd, J = 5 . 9, 0. 8Hz), 8. 41 (1H, s ), 

5 8. 6 5 ( 1 H, d, J=5. 9Hz), 8. 93 ( 1 H, d, J=0. 
8 H z ) 

E S I - M S (m/ e): 4 3 8 [M + H] + 

mmw 6 4 



10 3 - ( 4 - * h^y-7i-JM;V77-;l/) - 6 - (4 H- [ 1 . 2, 
4] hU7'/-^-3--fJl/-XJl/7 7-^) — N — (If 'J 2 - 

lik) - 2 - eu ^>^;u^^»$ F<DsaM 

MM 6 4CD{fc£M, 3,6-> ? ^nD-2-kf'J 
4-^h + yf^7i;-Jk 3 yh- 1 , 2, 4 — h U 7 V 

15 -JVRXS2 -7$ y - tf u y>^ffl^x, 5 8 tmuoxm. z 
n \z m c tc n m x « z n e> t % m t * u & & t> -& s z t \z & d m m. ? % 

1 HNMR (CDC 1 3 ) 6:3. 85 (3H, s), 6. 97 (2H, 
20 d, J =8. 8Hz), 6. 99 (1H, d, J = 8. 8Hz), 7. 0 
5 (1H, dd, J = 8. 5, 4. 5Hz), 7. 18 (1H, d, J = 
8. 8Hz), 7. 46 (2H, d, J = 8. 8Hz), 7. 73 (1H, 
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ddd, J = 8. 5, 8. 5, 1. 5Hz), 8. 29 ( 1 H, dd, J 
= 4. 5, 1. 5Hz), 8. 31 (1H, s), 8. 41 (1H, d, 
J = 8 . 5 H z ) 

E S I - MS (m/e) : 4 3 7 [M + H] + 

5 mmw6 5 



3 - (4 - * ^^-711)^^77-^) - 6 - (4 H - [ 1 , 2 , 
4] MJ 7V-)l- 3 -^f;l/-X;P7 7 ~)V) -N- (5-Ih^->i) 

2 -spy) - 2- lf'J ^>^jMj^»3 FCI 



Sjt0t6 5 0fc£*»tt, 3, 6-5>*DO-2-trU$?>#;P#>»» 
4-^b^yft7xy-Jl/, 3-^^^^h-l, 2, 4-hUTV 

15 .^fotSuttiDilltSIlt^fS 

1 HNMR (CDC 1 3 ) 6:1. 37 (3H, t, J = 7 . 0Hz), 
3. 86 (3H, s), 4. 34 (2H, q, J = 7. 0Hz), 6. 9 
8 (2H, d, J = 8 . 8Hz), 7. 00 (1H, d , J = 8. 5Hz), 
7. 20 (1H, d, J = 8. 5Hz), 7. 46 (2H, d, J=8. 

20 8Hz), 8. 11 (1H, s), 8. 36 (1H, s) 




io & 
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E S I - M S (m/ e): 515 [M + H] + 

mitm 6 6 




3- (fcf U v>- 3 --OI/-X;i/7 T-)V) -6- (4H- [1, 2, 
5 4] m7!/-^-3-<JV-Xf7 7^) — N — (^7V/-;P-2 

SSffl l tlfUiOTjfefcJ; Df#£»tt& 6-£pp-3- (4 h^v- 
-7i-J^fj^^7 — N — (9-7V—)V- 2 --fJl') -2 

-tfU> ? >*;i/^^-y-5Hl52mg (0. 39 0 mm o 1 ) C7-V 
10 -)V0. 4 0ml ( 0. 3 9 0 mm o 1 ) RXSh U 7)]/*uWWlSm 1 

$fcfc#Snfc 3 -3-*-)Vmm>W<D 2 - 7 P /I (3ml) 
If l/>^U3-;H2/t 1 (1. 1 Ommo 1 ), U £A 1 4 1 

15 mg (1. 02ramol), 3 - 3 - F tf U v > 1 1 4 m.g (0. 560 
mmo 1 ) Rtf 3 5. 3mg (0. 030 mm o 1 ) *1BX. & 

fttt* 8 og-e-iM#L£o g**ft-fe7-f bitiiU dp 

20 Smx5F;U= 1 : 1 ) fc«k Dtil, 6 -^DDi^2 8m g (JRajS : 
2 1%) **Ifi|#tbt#fc. 

A'J7Atert-7"h^->h'25mg (0. 22mmol) ©N, N 
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-^^WM75H»« (1ml) C3-^;^^h-l, 2, 4 
- hi) 7*/-;U2 2 m g (0. 22mol) £Jn;Lfc&, ftlZftZtlTc 
6-^an|^28mg ( 0. 0 8 0mmol) <DN, N-VZ^fr 
*^A75 F&tt (3ml) £ITL, a&T»7£E**& 1 2 Ogt 

OYf^77^-(^ p dt^JUA : *?;-)]/ = 9:1) Oft SSL, 
^H-fb-^tl 1 2mg (JR* : 3 7 %) Z&tn&m&t LT#fc. 
1 HNMR (CDC 1 3 ) <5:6. 96 ( 1 H, d, J=8. 8Hz), 
10 7. 0 5 ( 1 H, d, J = 3. 6Hz), 7. 22 (1H, d, J=8. 
8 H z ), 7. 40-7. 43 (lH.m), 7. 47 (1H, d, J = 
3. 6Hz), 7. 8 7 - 7. 9 0 ( 1 H, m), 8. 32 (1H, s), 
8. 64-8. 66 ( 1 H, m), 8. 70-8. 71 ( 1 H, m) 
ESI-MS (m/e): 414 [M + H] + 

15 ±mmm.m 6 6 £mm<D%m\z& d % mm.m 6 1 - 6 8©-ft^«»*# 

Mi^^J 6 7 



3- (6-/h^y-tf'Jy>-3--fJl/-X^77^;V) - 6- (4 

20 h- [ i , 2 , 4] b u 7'/-;p - 3 --r;u-x;P7 7 -n- (5" 
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DD-3- (4-/h^y-7i-JMfJRJV77-^) — N — ^ 
7V-)l- 2 - 2-tf'J v>#;i/#*U-5 N\ 6-*h*->- 
3 -H- Ft! U y>S^'3 -^Jl/^jy h- 1 , 2, 4-h'J7^-J^ 

t £ Ufrftfr^ S d t \Z <£ 0 SUitf s ^ £ **T # 6 o 
1 HNMR ( C D C 1 3 ) 5:4. 00 ( 3 H, s), 6. 87 (1H, 
d, J=8. 7Hz), 7. 00-7. 11 ( 2 H, m), 7. 26 (1 
H, d, J = 8. 4Hz), 7. 46 (1H, d, J = 3. 3Hz), 7. 
10 7 7 ( 1 H, dd, J = 2. 4, 8. 7Hz), 8. 35 (1H, d , J 
= 2 . 4Hz), 8 . 38 ( 1 H, s ) 
E S I - M S (m/e) : 4 4 4 [M + H] + 

f^rnrn 6 8 



15 3- (tf'J Vy- 3 -zA )±=_ZUk2. T-)V) -6- (4H- [1, 2, 
4] b 3 T~)l) — N — (4-*h=fr^* 

fji/-f7'/-;i/- 2 — r ) - 2 — tf u z/yftfrtf^-y-s. k<dd§m 

M0] 6 8 <D\t&m\Z. MMJ 1 tl^Oyf&ti: D^tlS 6 - * 
DD-3- (4-/h^y-7i^JMfil'XJk77-il') — N — (4 
20 h^y^^-fT'/-^- 2 --f;i/) - 2 - tf U >*;P^^r1^ 

5 H, 3-3-Htf'J^>R(0 , 3-^;i'^yh- 1, 2, 4-KUTV/ 
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1 HNMR (CD C 1 3 ) 5:3. 49 (3H, s), 4. 56 (2H, 
s), 6. 94 ( 1 H, s), 6. 97 ( 1 H, d , J = 8 . 8Hz), 7. 
27 (1H, d, J = 8. 8Hz), 7. 43 ( 1 H, dd, J = 7. 6 
5 Hz, 3. 3Hz), 7. 93 (1H, d , - J = 7 . 6 H z ) , 8. 38 
(1H, s), 8 . 7 1 J.l H;, ' d;, J = 4 . ~ 8 H z ) , 8. 7 7 ( 1 H, 
s) 

E S I - MS (m/e) : 4 5 8 [M + H] + 
M#I6 9 



3-7i-i^^->^f^-6- (4-/fi^-4H- [1, 2, 4] 
b U TV-)V- 3 zJlikiiZikZ-ZL^ik) - N- (f7'/-Jl/- 2 )V) 
- 2 - tf u FPfflg 

2-y77-3-t e r t - -ff-JUV * J- )V 9 s >J jp:**^ * ? )\> fcf 'J 5> 
15 > 3 . 5 0 g ( 1 4. Ommo 1)02 uuft)V&m?tL (50ml) (£, 
3 - £ D djl&&Hft 6 . 30g (21. Ommo I) &m%--$imm 

20 7A^D?hy77^f - (^ + it> : ff»X5 1 ^= 2 : 1) K^DffM 
U N-tf*1M F# 1 . 5 0 g (» : 4 1%) $efi|*tlt# 

#&nf:N-t + t^ Fftl. 5 0 g ( 5 . 7 Ommo 1 ) 



10 
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ftU >mWL (10ml) 80gTl ^M«^bfc. SJ&«E£»JE« 

misted, '&t>ntcmmz&%imwt*mi- h u ^A*»«sjn^> ^p 

5 ^0?h^77^- : @mx5f;P= 2 : 1) fc«fc OffrSitU 

2-^DD-5-^DD^fJl/-6-->7;t! l Jy>6 2 5mg ( JR 
*: 5 8%) &66B#:i:lT#fc. 

2 D P - 5 D U 6 -S/7; tfU >>> 5 Omg (0. 2 

7 mm o DOTir h~ MJ 5ml)t7x;-^3 0mg(0. 

10 3 2mmo 1 ) Rtf&ft* 'J7A44mg (0. 3 2 mm o 1 ) £JD;L 

1) fc«k»3ttS!IU 2-^nn-6-->7;-5-7i^^^fJHf 
15 'Jv>6 1mg (IR$: 9 3%) ^SfeSftbTifc. 

#en^2-^DD-6-v7y-5-7iy^y^f JHf'J^>6 1 
mg ( 0 . 2 4 9mmo DON, N-y/f;i/*M75 KiSSt ( 5 
mD fc, 3-^J^7'b-4-/5 : ^-4H-l 1 2, 4 - h U7V 
-;i/4 4mg (0 . 3 8 Ommo 1 ) Rtf&Rjtr 'J9A5 2mg (0. 
20 3 8 Ommo D &ijn*.&&, 1 0 0 mX'~mUW h tc Kfomzfr* 

fit. ttft*£*»ttT?«c£U&. ««fcRtf*«S&, »Snfc8ift&»» 
tivApa^hifyy 4 — (^DD^Jl/A :^^/-Jl/=10 : 1) I: 
ckDftUb, f*b'J7y-JVi##4. 4mg (JRsfs : 5%) 

25 mwtvxntzo 

nZtlfe^jr h U 7 4 /-JHi#4 . 4mg (0. 0 1 4 mm o 1 ) © 
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X^/-^« (5ml) C, 1 N-&mk± h U ^AtKMO . 5m 

nsm, mntcmm(Dmt^^\y>mm omi) t, 2-7^/^7 

5 7-jl/3mg (0.0 2 8mmo 1 ), N-tFn^y^>yf U7*/- 
;i/7icfntl4mg (0. 0 3 Ommo 1 ) Ml - (3 - v/^Jl/7 5 y* 
yok°;i/) -3-IfJWJ^y-f>Hltl6mg (0. 0 3 0 mm 

o i) $rjig^inx.fe^, ^ur-mmftvrc. Kfom\zmm$kwt7kmj- 

^y-^ = 1 0 : 1 ) £<fc DfffiSU 2 . 8mg (M : 4 

7 %) ^fiB#tbT#L 

'HNMR (CDC1 3 ) 6:3. 79 (3H, s ), 5. 71 ( 2 H, 
15 s ), 6. 97-7. 02 ( 3 H, m), 7. 05 ( 1 H, d , J = 3 . 
6Hz), 7. 30 (2H, t , J = 7 . 6Hz), 7. 40 (1H, d, 
J = 8 . 4Hz), 7. 54 (1H, d, J = 3 . 6Hz), 8. 22 (1 
H, d, J = 8 . 4Hz), 8. 50 (1H, s) 
ESI-MS (m/e):4 2 5 [M + H] 

20 ±mmfem 6 9 tmm®jjm\z& mmm7 o^i!i$iifc. j^t 

M0U 7 0 " 
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3-7iZJUJP7 7^JMfJP-6-(4--^^-4H-[l,2, 
4] h l J7'/-JH3--fJV-XJl/77^J^) — N — (?-7V-)l/-2 

zAJkl ~ 2 - If U v>^;u^^it$ ECU 88 - • 

Sgj£0<J 7 0 ©ft; 2->>7y-3-tert 
/^-4H-1, 2, 4-hU7y-;mr;2-7 5;5 : 7V-J^ 

1 HNMR (CDC 1 3 ) 6:3. 7 7 (3H, s), 4. 74 (2H, 
10 s), 7. 04 (1H, d, J = 3. 2Hz), 7. 20 (1H, d, J 
= 8. 4Hz), 7. 24-7. 28 ( 5 H, m), 7.53 (1H, d, 
J = 3. 2Hz), 7. 58 (1H, d, J = 8. 4Hz), 8. 48 (1 
H, s) 

ESI-MS (m/e):441 [M + H] 

15 mmw7 1 




3-7i^JMfil/-6 - (4H- [1, 2, 4] hU77-;P-3- 

-fii/-7^ji/7 7-^) -N- (^7^/-;p- 2 --f - 2-bf'J^> 
Fount 

20 3 2 - bf U ^>#;W#>&2 . Og (8. 8 mm o 1 ) 

(iomi) ic»)&>u :ni;tiTiii$ 1 o«t 
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y #A***T"t»inufc. ^pp*;i/ATJAffl^, *»*HJ£AT?tt 
it, lilt 3 -^>y^f ;p- 2 - tf y ^>*j^>Sl^fJi'i7f^ 

©m£j»2 . o g s#fc. 

I^tM2. Og££PP3fc;PA (10ml) fcjg^U mCPB 
5 A 3 . 5 7 g (2 0 . 7mmo 1 ) SiDA, -gftitJ&SUifc L fc . $$I 

K««K:«ildft»**^-hy9A*i»«*Jin*, TJ^Utttl, 
*'>HOft4jJ*S#fc. ->£ft; U > (10ml) 

&jn*., 2mm 8 o^T^^Lfco #£p&, h y ^ a * 

1:2) fill, 3 -sOV-ifr- 6 - £ PP- 2 - tf 'J v>#;U# 
>l^fJH^r^6 0 0mg (J» 3 2 6 %) %%tc 

$ o P&3 0 0 mg ( 1 . 10 mmo 1 ) % * ? / - )l (15ml) \Z 
15 mfrh, 1 NTKK-fb^- h "J O A (5ml) fcjtlP*., ^fiT?-P#PM#L 

fc. i N&mT'ffn btz'&, ^pp*;i/ATtttb 

tfco h y -)AT^ii, «jes*u 3 -^>y-r;p- 6 -^p 

D-2-HiJi?>A;H>|©tm2 8 5mg (Ml 0 0%) £ 

20 ±IET#6tlfc*Jl'*>t2 8 5mg (1. 1 mm o 1 ) £ £ a a fcfr 
A (10ml) 2-75 S?7V-)V 1 0 9mg ( 1 . 1 m 

molK N-t HD + y^>y h 'J 7y-;i/7jcfq#» 2 2 lmg (1. 
6 4 mmo 1 K 1 - (3 -^^f;V7 5 7 7° a fcTJU) - 3 -jl^-JV^JJV 
^vM5KMS2 2 9rag (1. 2 mm o 1 ) ^iOA^ST— g&jft 

25 ^ufc. 3Rg7KSin^.fcft, ^pp*;PAT§4muBKBfe^- h y ^Aiftt 
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(mWtX^)l : A^-tJ">= 1:2) 3 - sOV^t )V- 6 -z 

PD-N- &7V-JV- 2 --OlO - 2 - tf U i?>ft Jltf^rD- $. K 2 

2 5mg (JR* 2 6 0 %) 

±iBT#5*lfc£PD#l 7 Omg ( 0. 4 9 5 mm o 1 ) £DMF 
5 (3ml) fciijfrU 3 -^;i/*^h- 1 , 2, 4 - h U TV-^ 5 5 
mg (0. 5 4 4 mm o 1 ), U")A171mg (1. 2 4 mm o 

i) i o omr-m&mwLtc R^m^m^s dmf^ 

10 ^D7h^77^ - £ nn*Jl/A= 1:10) T?»Sgb, 

3 ;W- 6 - (4H- [1, 2, 4] h U 7\Z—)V- 3 - 4 )V 

-7,)V77-)i) -N- {5-7\r-)v- 2 — r ;u> - 2 - tf u ^>*;p 

l^t^FlOlmg (JR* 5 0%) *mtzo 
±fBT#e>tlfc^ h >fo7 Omg (0. 172mmol) S*^/- 
15 ^ (5ml) t TKm-ft;^^^^- h'J^Al 2. 7mg (0. 

3 4 3mmo 1 ) £iD;L, ^j&T 3 0*H«#U *M§3cb£:. 
fcSSEfc h U X?-;U^7 > 99mg(0. 853 mm o 1 )> b U 7;W* 
nftt (5ml) £2JP*.6 0I£ T 1 B#HJK#Lfc. »fg£, * P □ 7^ 

;u a RtfiS'fn h u ^atKtMt^ku * p p*;UAji£gi 

U*y;U^PT (^^y-;i/ : jroD*M= 1 : 8, B£ 

m^)V:7MYy=2 : 1) 0 «f« L^Sft^ft 1 3 . 5 m g (JR 
$20%) 

1 HNMR (CDC 1 3 ) 6:4. 63 ( 2 H, s ), 6. 99 (1H, 
25 d, J = 3 . 6Hz), 7. 18-7. 29 ( 5 H, m), 7. 38 (1 
H, d, J=8. 4Hz), 7. 41 (1H, dd, J = 3. 6Hz), 
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7. 45 (1H, d, J = 8. 4Hz), 8. 33 (1H, s) 
E S I - MS (m/ e): 395 [M + H] + 




5 3- (4-7Ma-7irJMf^) -6- (4H- [1, 2, 4] 
h'J7'/-JK3-<^-XJk7 7~^) — N — (f7'/-Jk-2--f 

)v) - 2 - bf u ^>^jmi^$ k<pm» 

1 HNMR (CDC1 3 ) 6:4. 60 (2H, s), 6. 94-6. 9 
8 ( 2 H, m), 7. 01 ( 1 H, d, J = 3. 6Hz), 7. 14-7. 
10 17 (2H, m), 7. 4 0 - 7. 4 6 ( 3 H, m), 8. 35 (1H, 
s) 

E S I - MS (m/e) : 4 1 3 [M + H] + 

Ut£W 7 2 (D\t&m\$. 3- (4 - 7 )V*U^y^-( )V) — 2 — hf U 
5? 2 -75 / f7 ( /-^R^3 -*)VtJ-? h - 1 . 2, 

15 4 - h U 7l/-;P*ffl^T, ftiftM 7 1 £HdHS0:£&, ^tlfcipDfc* 

s&tii 7 3 
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3- (4-j?^^7$yx^-7i^l/X^77^^) -6- (4 
H- [1, 2, 4] h U TV-)V- 3 -^)V7s)Vy r-)V) - N — (5=- 

5 MM 7 3 (Dit 3,6-^^nn-2-tfU v>#;i^>^ 

Rtf 3 - h - 1 , 2, 4 - h U 7y-;U*fflViT, ®tj£0»J 1 £ 

10 1 HNMR (CD C 1 3 ) (5:2. 39 (6H, s), 2. 68 (2H, 
m), 2. 84 (2H, m), 7. 0 0 - 7. 0 5 ( 2 H, m), 7. 18 
(1H, d, J = 8. 7Hz), 7. 28 (2H, d, J = 8. 4Hz), 
7. 41-7. 58 (3H, m), 8. 32 ( 1 H, s) 
ESI-MS (m/e): 4 8 4 [M + H] + 

15 mmm i 4 
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ch 3 

3- (4-^/f^7S;^fJP-7z-Jl/XJl/7 7-^) -6- (4 
H- [1, 2, 4] h'J7'/"Jl/-3--fMJl/7 7-;P) — N - (5P 

7*/-;w- 2 urnk) — 2 — tf u ptpmg 

5 MiS^il 7 4 <£> "a #J , 3, 6 — v^DP — 2 -tf l Jy>Ai^>|, 
2 -7>y-5 : 77-;k 4-y/f^75/^f;i/-ft7i/-JP 
&tf3 -^;P^77°h- 1 , 2, 4 - h V7\f-)V&R\,*Ts ftjfiM 1 t 

10 1 HNMR (CDC 1 3 ) <5:2. 23 (6H, s ), 6. 96 (1H, 
d, J = 8. 8Hz), 7. 00 (1H, d , J = 3. 6Hz), 7. 1 
1 (1H, d, J=8. 8 Hz), 7. 34 (2H, d, J = 8 . OHz), 
7. 43 (1H, d, J = 3. 6Hz), 7. 46 (2H, d, J=8. 
OHz), 8. 29 (1H, s) 
15 E S I - M S (m/ e):470 [M + H] + 
7 5 
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H 3 V 

3 - (4 - h^y-7i^JMjl^77-Jk) - 6 - (4H - [ 1 , 2, 
4] h U TV-)V- 3 ->( )V7,)Vy r -N- (^TV-JV- 4 - 

5 SSiS^J 7 5 Oit^mn.. 3 , 6-y^DD-2-k°U v>^;U^>^, 

4 -75 y -f7y-;K 4 h^5/-^^7xy-;PR^3 

2, 4 - h U Mi&M 1 <h|W|}ai©#*fc, 

10 1 HNMR ( C D C 1 3 ) 6:3. 85 (3H, s), 6. 96 (2H, 
d, J=8. 8Hz), 6. 98 (1H, d , J = 8. 8Hz), 7. 1 

5 (1H, d , J = 8. 8 H z ), 7. 46 (2H, d, J = 8. 8Hz), 
7. 90 (1H, d, J = 2. 4Hz), 8. 34 (1H, s), 8. 6 
1 (1H, d, J = 2. 4Hz), 

15 E S I - MS (m/e) : 4 4 3 [M + H] + 
MM 7 6 
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CH 3 

-6- (4H- [1, 2, 4] h'J7';-;P-3--f^X^7 7-JV) 
-N- (f7';-Jk-2--f^) - 2 - tfU ^>^;i/^^rij-$ HCPBBS 
5 ft&ffll 7 6 3, 6-i?^DD-2-trU>?>*;i/^>m, 

2-75/-f7y-jK 4 -V t^frtDVn*^ frt^fyHr^i/-? 

t7i;-;PR^3 -^;^7"h-i,2,4-h'j 7i/-;p^ffl^T, 

10 1 HNMR (CDC 1 3 ) (5:2. 99 (3H, s ) , 3. 09 (3H, 
s ) , 4. 73 ( 2 H , s ) , 6. 99 (2H, d, J = 8 . 8Hz), 7. 
01-7. 03 (1H, m), 7. 03 ( 1 H, d , J = 3. 6Hz), 
7. 19 (2H, d, J=8. 4Hz), 7. 45 (2H, d, J=8. 
8Hz), 7. 46 (2H, d, J = 3. 6Hz), 8. 30 (1H, s) 

15 E S I — M S (m/ e ) : 5 1 4 [M + H] + 

mmrn 7 7 
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3 - (4-^ h^'>-7x-;|/X;P7yn;i/) - 6- (4H - [1, 2, 
4] h'J7y-i^-3-^J^J|/7 7^Jl/) — N — 

2 zJJd - 2 - tf U ^V^jMj^O jjOjUj 
5 ®!jlt0ij 7 7 Offe 3,6->^DD-2-eU 

2-7S/-4-k Fo^yI?^-f7 l /-JK + 
7i/-;^^3-/J^7'h-l, 2, 4-h'J7^-;^ffl^T, 

10 1 HNMR ( C D C 1 3 ) 6:2. 90 (2H, t, J = 4 . 8 H z ), 
3. 83 (3H, s), 3. 90 (2H, t, J=4. 8Hz), 6. 6 
5 (1H, s), 6. 95 (2H, d , J = 8. 0Hz), 6. 97 (1 
H, d, J=8. 8Hz), 7. 17 (1H, d, J = 8. 8Hz), 7. 
43 (2H, d, J=8. 0Hz), 8. 34 (1H, s) 
15 E S I - MS (m/e) : 4 8 7 [M + H] + 
7 8 
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HO 




3- (6 -*^)V-\d U *J>- 3 zAA2Jk2JL^Jkl -6- (5-b 
FD^->-4H- [1, 2, 4] h'J7 > /-Jl/-3--fJl/XJV77-^) 

-N- (±7Vriik-z 2 --r )V) - 2 - ^ u ^ ^ji/^-tJ-^ kc>m 

5 S3M 7 8 Oik 3 , 6 D O- 2 - tf U y>*J^>l?, 

2 - 7 5 J -fjy-Jk 4 - h Fn + '>-ft7i;-Mj;5 - fc 
KD + ->-3-^J^^h-l, 2, 4 - h U 7 7-;i/SfflUT, ®ii 

10 1 HNMR (CDC 1 3 ) 6:2. 65 (3H, s ), 6. 98-7. 5 
0 (5H, m), 7. 82 (1H, m), 8. 64 (1H, brs), 
ESI-MS (ra/e): 4 4 4 [M + H] + 

mmm 1 9 



15 3- (6-/h^^^;^-;p-!f'jy>-3-^jvx;V7 7-;v) - 
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6- (4H- [1, 2, 4] h U7*/-;U- 3 - ^ )VZ)ly r - 
'N — (f7'/-^~ 2 --f - 2 - tf u ^>;ft;i^^u-$ KOggM 

Mm 9®^«tt. Mig^j i tmmofi&izk o#e»nfc 6 

PO-3- (4-^ + '>-7irJMfH^77-^) -N- 

5 7 7-;i/- 2 - 2 - try v>#;i/# h\ 5 - a - f - 2 

- ^ h ^r'>* J^-Jl/ - If' J ^ >Rtf 3 - ^ 7* h - 1 , 2, 4 - b 

'jry-j^ffl^x, ism 6 6 tiwi^oTj^, z.n\zmvrcjj&x\t 

1 HNMR (CDC 1 3 ) 6:4. 01 ( 3 H, s), 7. 03 (1H, 
10 d, J = 7. 6Hz), 7. 05 (1H, d, J = 3. 6Hz), 7. 2 
4 ( 1 H , d, J = 7. 6Hz), 7. 47 (1H, d , J = 3. 6Hz), 
8. 00 (1H, m), 8. 16 (1H, d, J = 8 . 0Hz), 8. 3 
3 ( 1 H, s ), 8 . 7 9 ( 1 H, m) 
E S I - M S (m/ e): 4 7 2 [M + H] + 

15 mmm 8 0 




CH 3 



3- (4-y^^7$/If^^->-7i-H^77l^) -6 

- (4H- [1, 2, 4] h'J7'/"^-3-^H^7 7-^) - N 

- ([ 1 , 2 , 4] Z-TVTV-JV- 5 — f JP> - 2 - fa? ' J g_>£2kJl£ 
20 it$ EOtflg 

2 0 5 



WO 2004/081001 



PCT/JP2004/001568 



Ut&M 8 0 <Dit-tm\t, 3,6-y^DO-2-^J )Vtf>Wt* 
5-757-1, 2, 4 - f 7 y 7 '/-Jk : 4 - y ^ f JV7 5 ; ifJP 

'HN'MR (CDC1 3 ) 5:2. 42 ( 6 H, s ), 2. 84 (2H, 
t, J = 5. 1Hz), 4. 13 (2H, t, J = 5. 1Hz), 6. 9 
6 (2H, d, J = 8. 4Hz), 7. 00 (1H, d, J=8. 8 Hz), 
7. 21 (1H, d, J = 8. 8Hz), 7. 43 (2H, d, J=8. 
10 4 H z ), 8 . 3 5 ( 1 H, s ) 

E S I - M S (m/ e): 501 [M + H] + 



3- (fcTU $v>- 5 zj± )±2JkZ T~)V) - 6- (4H- [1, 2. 
15 4] h U 7 ZniLz 3 zj! )V7JV7 T-)V) -N- (?7 > /-J^-2- 
lik) - 2 - e U £>#jMi^»$ ■h , g)Ba 

®iiI0iJ 8 1 gijtflij 1 ^RmcD^&fCck D#6ns 6 - # 

DD-3- (4-/h + y-7irjMfJI/7JI/77-Jl') — N — 

77-^-2-^;!/) - 2 - tru v J >*;i/^4-tf$ 5 - 3 - f - tr 

20 'J^>W3-^;^7*h-l, 2, 4 - h U 7l/-;P*fflViT, tl 

mj 6 6 tnmomms zn\zmKrzjjmx\tznt> t%mt *®.&& 




2 0 6 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 3 ) <5 : 6 . 95 (1H, d, J=8. 4Hz), 
7. 03 (1H, d, J = 3. 6 H z ) , 7. 22 ( 1 H , d, J = 8 . 
4Hz), 7. 44 ( 1 H, d , J=3. 6Hz), 8. 33 (1H, s), 
8 . 8 2 ( 2 H, s ), 9 . 2 0 ( 1 H, s ) 
5 ESI-MS (m/e):415 [M + H] + 
§m0J8 2 



3- (6-hHn^->/f;i/-H'Jy>-3--l , JI/XJV7y-JI/) -6 
- (4H- [1, 2, 4] h'J7'/-;H3-fJV7^77^) - N 
10 - (f7'/-^- 2 zj± )l) - 2 - fc°U v>^;i/7^^1j-^ PCDtHM 

8 2 (Dfc-frM. 3 , 6 -P?uu- 2 - tf U ^>*;i^>^, 
2 - 75y-?7y-Jk 4 - b KD + y^f^-^t7i/-JI/J^ 
3-/^7°h-l, 2, 4 - MJ7Vf-;P&JBV>T, fiififll 1 

15 Dfiiff 

1 HNMR (CD C 1 3 ) 5:4. 86 (2H, s), 7. 01 (1H, 
d, J = 9. 2Hz), 7. 07 ( 1 H, d, J = 3. 2Hz), 7. 2 
8 (1H, d, J = 9. 2Hz), 7. 41 (1H, d, J = 7 . 6Hz), 
7. 52 (1H, d, J = 3. 2Hz), 7. 90 ( 1 H, m), 8. 4 
20 2 ( 1 H, s ), 8 . 7 4 ( 1 H, m) 




2 0 7 



WO 2004/081001 PCT/JP2004/001568 

E S I - MS (m/ e): 4 4 4 [M + H] + 

mmm 8 3 




3- [4- ( 1 - *^)V- fcf □ U z?>- 3 jM^jl) -7x-;UX 



7 


-;H - 6 - 


(4 H- 


[1, 2, 4] h U 7V-)V- 3 --f 


Jl/7 7 


— N — 




-;v-2-<;i/) - 2 - tr u $?>*;n?* 










2-7 


8 3 <Dit&%>) 
5. J -^7V* 


tt, 3 , 
4 


6 on - 2 - tf U ^>*;l/^>m, 

- ( i - * - tr □ u > - 3 - )V) 



10 -^^-7x/-;!/33l^3 h- 1 , 2, 4 - h u 7 

1 HNMR (CDC 1 3 ) 6:1. 90-1. 98 ( 1 H, m), 2. 3 
15 5 (3H, s), 2. 2 5 - 2. 3 5 ( 2 H, m), 2. 43-2. 47 
(lH,m), 2. 80-2. 83 ( 2 H, m), 4. 78-4. 85 (1 
H, m), 6. 85 (2H, d , J = 8 . 4 H z ), 6. 95 (1H, d, 
J = 8 . 8 H z), 7. 00 (1H, d, J = 3 . 6Hz), 7. 12 (1 
H , d, J=8. 8Hz), 7. 38 (2H, d, J = 8. 4Hz), 7. 
20 42 (1H, d, J = 3. 6Hz), 8. 29 (1H, s) 



2 0 8 



WO 2004/081001 



PCT/JP2004/001568 



E S I - MS (m/ e): 512 [M + H] + 



mmm 8 4 




3- ( 6 -*?-)V- tf y 3 --f - 6- uh- 

5 [ 1 , 2 , 4] b 'JT'/-^- 3 zAA2Jk23L=iM ~N - ([ 1 , 2 , 

4] f7^7y-^-5--fji^) - 2 - tf u i?>j])i#*y-3i pomm 
mmm 8 4 <zMt£t>«> 3,6-^Dn-2-tfu ^>#;i^>i?> 
5-75 y - 1 , 2, 4-^t^7V-;k 3 -y;p^^K- 6 -y^;i/ 

- tf 'J 3 -*)V*7 h- 1 , 2, 4 - h U 7y-;^ffl^T, 

10 m#i 1 £i«<z>:£&> ^nt^Dfc^^x^^ne, t^-fet^m^^ 

'HNMR (CDCI3) 6:2. 65 (3H, s), 7 . 01 (1H, 
d, J = 8. 6Hz), 7. 26 ( 1 H, d , J = 8. 6Hz), 7. 3 
0 (1H, d, J=8. 0Hz), 7. 78 (1H, dd, J=8. 0, 
15 2. 2 H z ), 8. 35 (1H, s), 8. 42 ( 1 H, s), 8. 64 (1 
H, d, J=2. 2Hz) 
E S I - MS (m/e) : 4 2 9 [M + H] + 
SSii#l 8 5 



2 0 9 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- (4-^^^7SyiW^y-7i^H^77^) -6 
- (5 -*5=-;U-4H- [1, 2, 43 hVT*S-)V- 3-4 )V7>)V7 
T~)V) -N- ([1, 2, 4] ^7y7'/-JP- 5-<;W - 2 - fcf U 
5 £>JJjMl££5 h*<P«» 

M#l 8 5 (Dit&Mte, 3 , 6 -5?* P P - 2 - If U ^>#JI/^>§L 
5-757-1, 2, 4 -5PT v7V-;K 4 - * 3=- JU7 5 7 Ji^)V 
t+>'-5 : *7i;-;i/W3-^J^y'h-5-^^-l, 2, 4 

10 tt^tl&iMt^a^fct^ Z. ifc«k C 

1 HNMR (CDC 1 3 ) 5:2. 40 ( 6 H, s), 2. 62 (6H, 
S ) , 2. 81 ( 2 H , t , J = 5 . 5Hz), 4. 12 (2H, t, J 
= 5. 1Hz), 6. 96 (2H, d, J=8. 5Hz), 6. 98 (1 
H, d, J-8. 5 Hz), 7. 20 (1H, d, J = 8. 5Hz), 7. 

15 4 2 (2 H, d, J=8. 5Hz), 8. 34 (1H, s) 
E S 1 - M S (m/ e): 515 [M + H] + 

m mm s 6 



2 1 0 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- ( 1 6 If' J 3 zJVjkXjl^ 7-)V) - 

6 - (4H- [1. 2, 4] ^77-^-3-^^7^7 7^^) - 
N- &7V-)V- 2 - 2 -gU5?>;& Pcpgjgg 
5 $fjg#l8 6 0^llt 3,6-i?^DD-2 - tTU P>i])V^>m. 

2 - Tsy-fxy-Jk 3 -*)V%7* V - 6 1 

tTU 5?>Rtf3 -^j^/h - 1 , 2, 4 - h >J 7y-;^fflHT, IS 

10 1 HNMR (CDC 1 3 ) 6:2. 60 (3H, s ), 7. 0 6 (1H, 
d, J=3. 2Hz), 7. 12 (1H, d, J = 8. 4Hz), 7. 3 
2 ( 1 H, d, J = 8 . 4Hz), 7. 39-7. 39 ( 2 H, m), 7. 
51 ( 1 H, d, J = 3 . 2Hz), 8. 44 (1H, s), 8. 51 (1 
H, b r s ) 

15 ESI-MS (m/e): 4 4 6 [M + H] 
SiSftl 8 7 



2 1 1 



WO 2004/081001 



PCT/JP2004/001568 




3- (4-^XfJl/7$;xf;^^y-7xrjVX;V7 7^^) -6 
- (4H- [1, 2, 4] h^rV-)V-3--( )VX)ly7-)V) -N 

5 7 CD-fb'&^l^. 3 , 6-v^PD-2-tf'J^>*;U#>m, 

2-75; -f77-;k 4 -yW7S;ifW + ->-ft7i 
3 -/J^7°f-1, 2, 4-h'J7 , ;-Jl/^ffl^T, Mfe 

3 £ <h ic £ 0 5 £ £ #t? £ 3 „ 
10 1 HNMR (CD C 1 3 ) 6:1. 14 ( 6 H, t, J = 7 . 6 H z ), 

2. 73 (4H, q, J = 7. 6Hz), 2. 99 (2H, t, J=6. 

OHz), 4. 14 (2H, t, J = 6. OHz), 6. 99 (2H, d, 

J = 8 . 8Hz), 7. 01 (1H, d , J = 8. 4Hz), 7. 07 (1 

H, d, J=4. OHz), 7. 18 ( 1 H, d, J=8. 4Hz), 7. 
15 46 (2H, d, J =8. 8Hz), 7. 49 (1H, d, J=4. OH 

z ), 8 . 3 6 ( 1 H, s ) 

E S I -M S (m/ e):528[M + H] + 

mmm8 8 



2 12 



WO 2004/081001 



PCT/JP2004/001568 




3 - (4-tfP'J^;i^tti/-7i^7JP77^) - 6 - (4 
h- [i, 2, 4] h u 7i/-;w- 3 -4 )±2JkZJL=Jk} -N- 

ggig0!|8 8 ©{t^tt, 3, 6 -y^UD- 2 - tf U v>#;i^>^ 

5 2-7$;-f7^-Jk 4-tfniji?;ifjw+y-ft7iy- 

;|/W3-^;i/*7*h-l, 2, 4-h'J7 7-Mffl^T, Sj&til 1 

1 HNMR (CDC 1 3 ) 6:1. 80-1. 90 (4 H, m), 2. 7 
10 0-2. 80 (4 H, m), 3. 02 (2H, t , J = 5. 2Hz), 4. 
18 (2H, t, J = 5. 2Hz), 6. 95 (2H, d, J=8. 8H 
z), 6. 97 (1H, d, J=8. 4Hz), 7. 02 (1H, d, J 
= 3. 6Hz), 7. 17 (1H, d, J=8. 4Hz), 7. 42 (2 
H, d, J=8. 8Hz), 7. 45 (1H, d, J = 3. 6Hz), 8. 
15 2 9 ( 1 H, s ) 

E S I - M S (m/ e): 5 2 6 [M + H] + 
gkikM 8 9 

3- (4-yl5 1 ^7Syx?J^^y-7x-J^Jl/77-^) -6 
- (4H- [1, 2, 4] h l J7'/-Jl/-3-^JVX^7 7^iV) - N 
20 - (5P 7 ' /-;)/- 2 --r )±) -2-bfU^> ft;U4^U-$ HCPW» 



2 13 



WO 2004/081001 



PCT/JP2004/001568 



mmts 7 oik&mn.. 3, 2-tf u v>>#;w#>^, 

/-;ur^3 h- i , 2, 4 - h u 7 7-;^i^t, iiit 

1 H N MR (CDC 1 3 ) 6:1. 14 ( 6 H , t, J=7. 6 H z ) , 
2. 73 (4H, q, J=7. 6Hz), 2. 99 (2H, t, J = 6. 
OHz), 4. 14 (2H, t, J = 6. 0Hz), 6. 99 (2H, d , 
J = 8. 8Hz), 7. 01 (1H, d, J = 8 . 4 H z ), 7. 07 (1 
10 H, d, J=4. OHz), 7. 18 (1H, d, J = 8. 4Hz), 7. 
46 (2H, d, J=8. 8Hz), 7. 49 (1H, d, J=4. OH 
z), 8. 36 (1H, s) 
E S I - MS (m/ e): 528 [M + H] + 

&mm 8 8 



3 - ( 6 -^^^;P75 7 JL^ bf'J ^>-3--TJ^;i/77 

-Jl/) - 6- (4H- [1, 2, 4] h'J7l/-;p-3--f;^^7 7 
"JtO -N- (f7'/-iV-2--f^) - 2 - If U >>>;ft;i^*1r$ jf 

20 mTtM8 9©{fc£M>3, DO- 2 - U y >*Jl/*>i, 




2 14 



WO 2004/081001 



PCT/JP2004/001568 



trU5>>Rtf 3 -*)V%7 h- 1, 2, 4 - h U 7V-)V%m 

5 1 HNMR (CDC 1 a ) 5:2. 41 ( 6 H, s), 2. 82 (2H, 
t , J = 5 . 6 H z ) , 4. 48 ( 2 H , t, J = 5 . 6Hz), 6. 8 
0 (1H, d, J = 8. 4Hz), 6. 98 (1H, d, J = 8. 4Hz), 
7. 03 (1H, d, J = 3. 6Hz), 7. 23 (1H, d, J = 8. 
4Hz), 7. 47 (1H, d, J = 3. 6Hz), 7. 63 ( 1 H, d 
10 d , J = 2.4,8.4Hz), 7.27(1H, d, J = 2.4Hz), 
8 . 3 6 ( 1 H, s ) 

E S I - M S (m/ e): 501 [M + H] + 

mmm 9 0 



15 3- (bf y *S-)l- 4 z JliLXjk2 7-;i/) -6- (4H- [1, 2, 
4] h'J77")K3-fH^7 7-iH — N — (^77-;^- 2- 

-r;i/) - 2 -bf u v>^j;i/^^ij-$ kobum 

OP-3- (4-^h + v'-7x-JM5 : ;i/X^7 7-;i/) -N- 
20 2 --r;i/) - 2 - t? U z?> tub h\ 4 -3- Ft!? 

y-;uR^3 h - i , 2, 4 - n u yy-j^ffi^t, am 




2 15 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 3 ) 6:7. 07 (1H, d, J = 3. 6 H z ), 
7. 18 (1H, d, J = 8. 4Hz), 7. 25 (1H, d, J=8. 
4 H z ), 7 . 4 9 (1H, d, J = 3. 6Hz), 7. 70 (2H, s), 
5 8 . 3 5 ( 1 H , s ) 

E S I - MS (m/e) : 4 0 3 [M + H] + 
W&M 9 1 



3- ^7$yxf;Vt»->-7x-JMJl/7 7-JV) - 6 

10 - (4H- [1, 2, 4] hV7V-)l- 3 - )VX)17 -N 
- (3-*^- [1, 2, 4] ^7y7'/-Jk-5-^k) -2-fcf 

U ^>^;p^^-»$ FPU 

MM 9 1 <Di\L&m\%. 3,6-v^DD-2-tf'J v>*;i/#>i?> 
i-75/-3-/f^-l, 2, 4-^7^7^/-;^ 4-^* 3^1/ 
15 7S;ifJW4 : y-5 : t7x/-Htf3-^JW7'h-l, 2, 4 

\z z n e> t #m t z t> & ^ t \z & d m % z. t #t # s 0 

1 HNMR (CDC 1 3 ) 6:2. 37 (6H, s), 2. 61 (3H, 
s), 2. 80 (2H, t, J = 5. 6Hz), 4. 12 (2H, t, J 
20 =5. 6Hz), 7. 00 (2H, d, J =8. 4Hz), 7. 02 (1 




2 16 



WO 2004/081001 



PCT/JP20O4/001568 



H, d, J = 8. 8Hz), 7. 22 (1H, d, J = 8. 8Hz), 7. 
45 (2H, d, J = 8. 4Hz), 8. 34 (1H, s) 
E S I - MS (m/e ) : 5 15 [M + H] + 
Mf!l9 2 ... 



3- (4- j&^A^-f ;p^^;i/^^->-7x-;i/7>ji/7 7-;w) -6- 

(4H- [1, 2, 4] hV7'J-)l- 3 )VZ)17 7-)l) -N- 

Siiflj 9 2 ©{b-&ti«, 3 , 6 oo- 2 - 

1 HNMR (CDC 1 3 ) <5:4. 48 (2H, s ), 6. 95 (1H, 
15 d, J = 8. 4Hz), 6. 98 (2H, d, J=8. 8Hz), 7. 0 

2 ( 1 H, d, J = 3 . 6Hz), 7. 13 ( 1 H, d, J = 8 . 4Hz), 
7. 44 (1H, d, J = 3. 6Hz), 7. 45 (2H, d, J=8. 
8Hz), 8. 33 (1H, s) 

E S I - M S (m/ e): 4 8 6 [M + H] + 

20 mmm 9 3 




2 1 7 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- ( 5 -yat- 6 -*?)v- b°u v>- 3 -<i )±7jyz r-fr) - 

6- (4H- [1, 2, 4] F'J7'/^-3HW77^) - 

n- (^7V-)i- 2 - j )V) - 2 -h uijx£jMj±±s £®mm 

2-757 - f7y-JK 5-^Di-3-^;i/*yh-6 -/fjl'- 
t?U V >Rtf3 h- 1 , 2, 4- MJ 7l/-;i/£ffiV>T, S 

-a- s n t t«fc o »is-r s c t a*-e# § . 

10 1 HNMR (CDC 1 3 ) 6:2. 72 (3H, s ) , 7 . 00 ( 1 H , 
d, J = 8. 4Hz), 7. 05 (1H, d , J = 3. 6Hz), 7. 2 
2-7. 24 ( 1 H, m), 7. 48 ( 1 H, d , J = 3 . 6Hz), 8. 
01 (1H, d, J = 2 . OHz), 8. 33 (1H, s), 8. 52 (1 
H, d, J = 2 . OHz) 

15 E S I - MS (m/e) : 5 0 5, 507 [M + H] + 
m&M9 4 



2 18 



WO 2004/081001 



PCT/JP2004/001568 



<YYi ! 




3 - [4 - ( 2 - b Fn^yI^^-7xZJPX^7 7- JV)] - 6 - (4 
H- [1, 2, 4] h U 7'/-^- 3 — )l>7*)\/7 y —)V) — N — (3 
Z^LOlz [1. 2, 4] -^7^7 % /-JP- 5 z^Lik) -2-tf'J^ 

§m0y 9 4 tfMb-g-^te, 3 , 6 no - 2 - tr u v>#;v#>m> 

5-75y-3-^fJl/-l, 2, 4-f7i^77-JK 4- (2-k 
HD^ylf^) -ft7i;-W3-/Jl/*^h-l, 2, 4- 
b U 7y-;U£fflV>T, MM 1 ^ntC^C^Tj^X^ 

1 HNMR (CDC 1 3 ) 5:2. 61 (3H, s), 2. 91 (2H, 
t, J = 6. 8Hz), 3. 84 (2H, t, J = 6. 8Hz), 7. 0 
7 (1H, d, J = 8. 4Hz), 7. 21 (1H, d , J = 8. 4Hz), 
7. 35 (2H, d, J = 8. 0Hz), 7. 48 (2H, d, J=8. 
15 0 H z ), 8 . 3 6 ( 1 H, s ) 

E S I - M S (m/ e): 4 7 2 [M + H] + 
SIM 9 5 



2 19 



WO 2004/081001 



PCT/JP2004/001568 



N-N K^K, 




3 - [ 4 - ( 2 - fc Fa^j/I^-7i^J^^77^)] - 6 - ( 5 
-/fJV-4H- [1, 2, 4] h'J7'/-^-3--fJV7^77^^) 
-N- (3-j*^JV- [1, 2, 4] -f7^7'/-^-5--f^) - 
5 2 - tf U g_X#2Mj±»5 HPWg 

^jgfy 9 5 ©fc£#>&, 3, 6 PD - 2 - KU i?>il)V#>Wt* 

5-75/-3-^?Jl/-l, 2, 4-f7v7 , /-;k 4- ( 2 - k 

h'D^^i^) -5 1 t7xy-Mtf3 h - 5 - *?-)V- 

1. 2, 4- h'J7y-i^ffl^T > fij&ft 1 £|W|4§tf>77&, ^ntCip 

1 HNMR (CDC 1 3 ) 6:2. 59 ( 3 H, s ), 2. 59 (3H, 
s), 2. 94 ( 2 H , t , J = 6 . 4Hz), 3. 94 ( 2 H , t, J 
= 6. 4Hz), 7. 03 (1H, d, J=8. 8Hz), 7. 21 (1 
15 H, d, J=8. 8Hz), 7. 34 (2H, d, J = 8. 0Hz), 7. 
49 (2H, d, J = 8 . 0Hz) ESI-MS (m/ e ) : 4 8 6 [M 
+ H] + 

mw\ 9 6 



2 2 0 



WO 2004/081001 



PCT/JP2004/001568 




3- (tf'J> ? >- 3 zdJkAJkTjL^M - 6- (4H- [1, 2, 4] 
h V7V-)V - 3 -<i )17.)V7 7~)V) -N- (3 - [1 , 2, 

4] -^7y7y-^-5--fJV) - 2 - "tf» ) V >*> § F <OW 

5 fi. 

MM 9 6 ©ft 3 , 6 n P - 2 - try z?>%)Vtf>Wt, 

5-7$;-3-^^-l, 2, 4 -2-7P7*/—)V* 3-^)ViJ^ 
h — If U $?>Rtf 3 - ^;i/*^h-l,2,4-h 'jyy-^Sffl^T, 

10 to*SJitfc«J:0»lji-rseit^T?#5. 

1 HNMR (CDC 1 3 ) 6:2. 61 (3H, s), 7. 00 (1H, 
d, J=8. 8Hz), 7. 29 (1H, d, J=8. 8Hz), 7. 4 
1-7. 44 ( 1 H, m), 7. 8 8- 7. 91 ( 1 H, m), 8. 41 
(1H, S ), 8. 71-8. 73 ( 1 H, m), 8. 76-8. 77 (1 

15 H, m) 

E S I - MS (m/e) : 4 2 9 [M + H] + 
SiSftl 9 7 



2 2 1 



WO 2004/081001 



PCT/JP2004/001568 




3 - ( 6 - 




3 --f ;i/^;u7 - 6 


- ( 4 H — 


[1. 2, 


4] HJ 7 


3 --r ;ut>;I/7 -n 


- (3 


9 t ;u- [i 


, 2, 4] -f7y 


7 7-;i/- 5 — r jv) - 2 - 


tru -7># 



5 JP#*»5 K<PBIg 

mmM9 7 (Oik&Mte, 3,6-^^00-2 - tf U i?>% )V#>Wt* 
5 -75 7 - 3 -*3^l/- 1 , 2, 4-f7y7V-JK 3-^;P^7° 
h- 6 -*5P;U- tf U v>&tf3 -^;U*7h- 1 , 2, 4-MJ77 

1 HNMR (CDC 1 3 ) 6:2. 62 ( 3 H, S ), 2. 64 (3H, 
s), 7. 02 (1H, d, J = 8. 0Hz), 7. 25 (1H, d , J 
= 8. 0Hz), 7. .31 (1H, d, J = 8. OH), 7. 78 ( 1 H, 
d d , J = 1 . 6Hz, 8. 0Hz), 8. 35 ( 1 H , s), 8. 60 
15 (1H, d, J = 1 . 6 Hz) 

E S I - MS. (m/e ) : 4 4 3 [M + H] + 

mmm9 8 



2 2 2 



WO 2004/081001 



PCT/JP2004/001568 




I 

CH 3 



3- (4-^^^7$;iW^r->-7x^MJl/77^) -6 

- (4H- [1, 2, 43 h'J7y-;V-3--fM^7 7^^) -N 

- (f7'/n [5, 4-b] fcf'J =yy- 2 ->f )V) - 2 - tf U y ^ 

5 

MM 9 8 3,6-y^DD-2 - tf U v Jl/^ 

2-757-5 1 7 , /n [5, 4-b] t?US?>, 4-y^^75/I 

fmv-ftyiy-jws -^;i/^7°h- 1 , 2, 4 - h u 7 

1 HNMR (CDC 1 3 ) 6:2. 43 (6H, s), 2. 70-2. 8 
8 (2H, m), 4. 08-4. 14 (2H, m), 6. 88 (2H, d , 
J=8. 4Hz), 6. 8 9 - 6. 9 3 ( 1 H, m), 7. 13 (1H, 
d, J=8. 8Hz), 7. 31-7. 35 ( 1 H, m), 7. 38 (2 
15 H, d, J=8. 8Hz), 7. 96 (1H, d, J=8. 4Hz), 8. 
37 (1H, s), 8. 44 (1H, d, J=4. 0Hz) 
E S I - MS (m/e) : 5 5 1 [M + H] + 
M0J 9 9 



2 2 3 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- (6 fcf u i>y- 3 zAA2Jk2. 7-)V) -6- (5-* 

9-)V-4H- [1, 2, 4 3 h'J7 7"^-3-fJM^7yZ^) - 
N — (3-^9-)V- [ 1 , 2, 4] -^7^7*/-Jl/- 5 -2 

Sgjgftl 9 9 ©fb'&ttfc, 3,6-v^PP-2-t!U v>^;i/^>m, 
5-75;-3-^^-l, 2, 4-f7^7 7-;K 3-^;l/*^ 
h - 6 tf U $?>Rtf 3 -*;i/#7°b - 5 1 , 2 , 

1 HNMR (CDC 1 3 ) 6:2. 60 ( 3 H, s), 2. 61 (3H, 
s), 3. 64 (3H, s ), 7. 00 (1H, d , J = 8. 8 H z ), 7. 

2 0 - 7. 3 6 ( 1 H, m), 7. 29 ( 1 H, d , J=8. 0 H z ), 
7. 77 (1H, dd, J=2. 4, 8. 0 H z ), 8.6 3 (1H, d, 

15 J = 2 . 4 H z ) 

E S I - M S (m/ e): 4 5 7 [M + H] + 

mmm 1 o o 



2 2 4 
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CH 3 

3- (6-^^l/-E'Jy>-3-^;VX^7 7-Jl/) -6 - (4H- 
[1, 2, 4] h U TV — )V- 3 --f )V7>)V7 y — ;p) - N- ([ 1 , 2, 
5] ^7y7^-3--f^) - 2 - tf U v>^^^^1tS F^i^j} 
5 Sgjt#!l 1 0 0 (Dik&m\$. 3, 6 OD- 2 - t?U v>#;i/#> 

3-757-1, 2, 5-^7>>7\/-;K 3 - * 7* h - 6 - 
;*5P;P- tf U v>Rtf3 -*;i/#7°h- 1 , 2, 4 - mj 7 % /-;u£ffl 

10 1 HNMR ( C D C 1 3 ) 6:2. 63 (3H, s ) , 6. 99 (1H, 
d, J=8. 8Hz), 7. 21 (1H, d, J=8. 8Hz), 7. 2 
9 (1H, d, J=8. 1Hz), 7. 78 (1H, dd, J = 8. 1, 
2. 2 Hz), 8. 37 (1H, s ) , 8. 60 (1H, d, J = 2. 2 
Hz), 9. 38 (1H, s) 

15 E S I - M S (m/ e): 4 2 9 [M + H] + 

mmrn 1 o 1 



2 2 5 



WO 2004/081001 



PCT/JP2004/001568 




3- (2, 3-^bFa^>y77>-5--fJl'XJl/77^^) - 6- 
(4H- [1, 2, 4] hV7V-)l- 3 )VX)ly r~)l) -N- 

(^7i/-;i/- 2 - 2 - bf u Foil 

5 si £01 i o i <D<t£i®\t, mmm i tnm<D^m\z^ ot#e>ns 6 - 

/7DO-3-(4-^ h^V- 7x"JMf;i/X^7 7-;i/) — n — 
TV-)V- 2--r;V)- 2 - t? U i?>% b\5 - 3-K-2, 

3 - v t F D^>V7 ^ >&tf3 -*;l^7> - 1 , 2, 4-h'J77 

1 HNMR (CDCI3) <5 : 3 . 26 ( 2 H , t, J = 8. 8Hz), 
4. 66 (2H, t, J = 8. 8Hz), 6. 86 ( 1 H, d, J = 8. 
0Hz), 7. 02 (1H, d, J = 3. 2Hz), 7. 06 (1H, d, 
J = 8. 8Hz), 7. 22 (1H, d, J = 8. 8Hz), 7. 31 (1 
15 H, d, J=8. 0Hz), 7. 35 (1H, brs), 7. 45 (1H, 
d , J = 3. 2 H z ), 8. 34 (1H, s) 
ESI-MS (m/e):4 5 5 [M + H] + 

mmm 1 o 2 



2 2 6 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- ( 6 -*¥)V- M U v>- 3 7~)l) -6- (4H- 
[1, 2, 4] h'J7'/-JH3-(nf7 7^) -N- 
4^>- [1, 2, 4] ziT v7V-;i/- 5 -2-tfU^>^7 
5 F£>M 

ilji0U 0 2 3, 6-^^a-2-(f'Jy>*M> 

m> 5-7$y-3-/h + y-l, 2, 4-f7v7y-jk 3-^ 

h- 6 tru 3 -tfrij? h- 1 , 2, 4-h 

10 nztigmtzm.fr'&fr&zztiz&vmm.-rz 

1 HNMR (CDCI3) 6:2. 65 (3H, s), 4. 08 (3H, 
s), 6. 90-7. 05 ( 1 H, m), 7. 10-7. 30 ( 2 H, m), 
7. 7 0 - 7. 8 0 ( 1 H, m), 8. 39 (1H, s), 8. 63 (1 
H, b r s ) 

15 E S I - MS (m/e) : 4 5 9 [M + H] + 
M0J 1 0 3 



2 2 7 



WO 2004/081001 



PCT/JP2004/001568 




o s-'Y^i 



3- (6 -^^Jlz-tfU 3 zA )±ZA2JL^Jkl -6- (4H- 

[1, 2, 4] my/-^-3--f;^^7 7^iP) — N — (3-v 
g_P_/Q_£2kjZ [1. 2, 4] -^7i?7V-)l- 5 --YJI/) - 2 - tf 

81 it 09 1 0 3 <£Hb£^te, 3, 6 - *J9 P □ - 2 - tf U >>>#;t/#> 
m. 5-75;-3-y^pyu^Jl^-l, 2, 4-f7y7 > /-ik 
3 -^#7' h - 6-/^;V-lf'J ^>Rtf 3 b - 1 , 2 , 

1 HNMR (CDC 1 3 ) (5:0. 90-1. 20 (4 H, m), 2. 2 
0-2. 35 (1H, m), 2. 64 (3H, s ), 6. 99 ( 1 H, d, 
J = 8. 8Hz), 7. 2 0 - 7. 3 0 (2H, m), 7. 76 ( 1 H, 
dd, J = 2. 4, 8. OHz), 8. 38 ( 1 H, s), 8. 62 (1 
15 H, b r s ) 

E S I - M S (m/ e): 469 [M + H] + 
fiftft 1 0 4 



2 2 8 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 

3- (4-^^fjP7$;iyW->-7x^KJV77^) -6 
- (5-^^;V-4H- [1, 2, 4] bV7V-)V- 3 -4 )VZ)Vy 
T-)l) -N- (3-^^)1- [1, 2, 4] f7^7'/-^-5--f 
5 jk) - 2 - bf'J £>iaLiMi^O K<PWSS 

IS!)g0!J 1 0 4<Dfc&m\t, 3, 6 2 - trus>>#;i'#> 

5-75 7-3-^^^-1, 2, 4-^7>?77-;K 4-^7 

^JW-l, 2, 4 - h U 7 > /-J^ffl^T, MF>ll «h|Wl^©^fe, d 

io n\zmvfcjjmxtez.nt> t%mt*m&&t>&%zt\z & Qmrntz 

1 HNMR (CD C 1 3 ) 5:2. 41 ( 6 H, s ), 2. 58 (3H, 
s ), 2. 59 (3H, s ), 2. 83 (2H, t, J = 5. 5 H z ), 4. 
12 (2H, t, J = 5- 5Hz), 6. 91 (2H, d, J = 8. 8H 
15 z), 6. 94 (1H, d, J=8. 6Hz), 7. 17 (1H, d, J 
= 8. 6Hz), 7. 40 (2H, d, J=8. 8Hz) 
E S I - M S (m/ e ) : 5 2"9 [M + Hj + 
M0J 1 0 5 



2 2 9 



WO 2004/081001 



PCT/JP2004/001568 




3- (2 -7)V*U-\Z U 4 --f )VZ)V7 7-)V) - 6 - (4H 

- [1, 2, 4] MJ7'/-^-3-fHil/77-^) — N — (£7 
V-)V- 2 --f jk) - 2 - bfU Sj>^jk^±±S H<OW» 
5 M0J 1 0 5 <7){fc£fett> S&i&til 1 tH«©*j5fefc«k D#&n* 6 - * 
OP- 3- (4 F^->-7i-JMfHiP77-W — N — (9 1 

TV-fr- 2 --oi/) - 2 - tf u s?>*;i/si?*u-5 2-7;i/^-o- 

4 _ 3 _ ]<_ tf ij 5?>-R^3 h - 1 , 2, 4-MJ7V-;V 

£fflV>T, ©it^J 6 6 2mKHpCfc*ffiXttc:n& t« 

10 fc££fc#£;bl2:Tfiirr*;:£#T?#S. 

1 HNMR (CDClj) 6:6. 95-7. 10 (2 H, m), 7. 2 
0-7. 26 ( 2 H, m), 7. 30-7. 42 ( 1 H, m), 7. 40 
-7. 50 ( 1 H, m), 8. 10-8. 26 ( 1 H, m), 8. 38- 
8 . 4 5 ( 1 H, m) 

15 E S I - MS (m/e) : 4 3 2 [M + H] + 
Sft0J 1 0 6 




2 3 0 



WO 2004/081001 PCT/JP2004/001568 

3- ( 2 b*ris- \f U $ ; yy- 5 zA )±2Jk2. 7 ~ 6 - (2 
H- [1, 2, 4] h'J7V^-3MH^7y^) -N- 
TV-)V- 2--QV) - 2 - tf U Sj>^iMi±jl^ HCDWg 

smm o 6©<fc£#j«, fijgm .tiwiii^^^fciD^^n^ 6 - 

5 £DO-3-(4-^ h + ->-7x-JM5 : i^;P77^) — N — 

TV-)V- 2 --f;i/) - 2 - tf u x>#;i^*-y-5 h\ 5 - a - F - 2 

-^h^y-lf'J5y>J^tf3-^JWyb-l, 2, 4-MJ71/- 

^^t*>a*^fc-&Tigji-rs^ tat-*?**. 

10 1 HNMR (CDC 1 3 ) 6:4. 10 (3H, s ) , 7. 02 ( X_H , 
d, J = 8. 4Hz), 7. 06 (1H, d, J N = 3 . 6Hz), 7. 3 
2 ( 1 H, d, J = 8 . 4Hz), 7. 50 (1H, d, J = 3. 6Hz), 
8 . 3 9 ( 1 H, s ), 8 . 6 5 (2 H, s ) 
E S I - MS (m/e) : 4 4 5 [M + H] + 

15 mm.m 107 




CH 3 



3- ( 6 M U 3 ±± )V7,)V7 7 - 6 - (5-^ 

f^-4H- [1, 2, 4] h'J7'/-^-3-^J^^7 7-iV) - 
N — ([1, 2, 4] -f7y7';-Jl/-5--fJl/) - 2-VV*J>ii)l 

20 

glMJ 1 0 7 ©ft 3, 6 -Vtr on- 2 - hf US?>#;U#> 



2 3 1 
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tt, 5-75/-1, 2, 4-f7^7V-Jk 3 - ;* JViJ 7 h - 6 - 
^f^-HU^>R^3 5 1 , 2, 4-hU 

5 1 HNMR (CDC 1 3 ) 6:2. 62 (3H, s), 2. 64 (3H, 
s), 6. 99 (1H, d, J = 8. 8Hz), 7. 2 0 - 7. 3 5 (2 
H, m), 7. 77 (1H, d d , J=2. 0, 8. 0Hz), 8. 35 
( 1 H, s ), 8 . 6 3 (1H, b r s ) 
E S I - MS (m/e) : 4 4 3 [M + H] + 
10 1 0 8 



3- (4-kF^->Ifi^t^-7irj^^77-^) -6- (4 
H — [1, 2, 4] h U 7 7-)V- 3 -4 )V7JV2. T-)V) -N- (3 
- * =f-)V- [1, 2, 4] -?7i?7V-)1/- 5 )V) - 2 - bf U 
15 >#;l^^-fr$ NiR 

1 0 8 <Z)<fc£^«, 3, 6 -*J9 □ P - 2 - tT ' J V>tDVtf> 
tt. 5-75;-3-/?^-l, 2, 4-f7y7 , /-Jk 4-kF 
D + yXfj^ + y-5 : t7x/-m3-/J^yh-l, 2, 4 

20 ttutiettSt^H^^fctS H tiZ <k t) d t^Tf 5. 

1 HNMR (CDC 1 3 ) 5:2. 63 (3H, s ), 3. 99 (2H, 




2 3 2 
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m), 4. 13 (2H, m), 7. 0 0 - 7. 0 8 ( 3 H, m), 7. 25 
( 1 H , d, J = 8. 4Hz), 7. 49 ( 2 H , d , J = 8 . 7Hz), 
8 . 3 6 ( 1 H, s ) 

ESI-MS (m/ e ) : 4 8 8 [M + H] + 
5 ftj&fll 1 0 9 



O^^N CH 3 
CH 3 

-6 - (4H- [1, 2, 4] hU7 7-^-3-^fXJl/7 7^^) 
-N- (^7'/"Jh2-^) -2-^'jy>j)^m$h'<Olg 
10 ®£il0iJ 1 0 9 (Dit 3/ 6 -S>£ Pa- 2 - t!U> 5 >*^#> 

2-7$;-5 : 7 , ;-;k 4-^x^;i/#;pA^;v*=p;i,;t*v 

15 'HNMR (CDClj) <5:2. 72 (6H, s), 7. 02 (1H, 
d, J = 3. 6Hz), 7. 03 (1H, d, J=8. 0Hz), 7. 2 
0 (1H, d, J = 8 . OHz), 7. 4 4 ( 1 H, d , J = 3. 6Hz), 
7. 66 (2H, d, J=8. 4Hz), 7. 78 (2H, d, J=8. 
4Hz), 8. 31 (1H, s) 

20 ESI-MS (m/ e): 542 [M + H] + 




2 3 3 
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mmm 1 1 o 




3- ( 6 -l/j; u?u M)V- gJJ Vy- 3 7-)V) -6- 

(4H- [1, 2, 4] h'J7y-^-3--fjl/7JV7 7-Jl/) - N - 

WMmi i 3, 6 pd- 2 - tr u 5?>*;n*> 

2-757 - f/7-;k 6 -->^pyptf;p- 3 h- 

t? U >>>Rtf3 -p<;W^^h- 1 , 2, 4 - h U TV-)V*m<<>T> U 

10 ii^Iiia Dfii£-fS d 

1 HNMR (CDC 1 3 ) 6:0. 70-1. 38 (4 H. m), 1. 9 
8-2. 18 ( 1 H, m), 6. 96-7. 08 ( 2 H, m), 7. 46 
OH, d, J = 3. 2Hz), 7. 70 (1H, dd, J = 2 . 0, 8. 
4Hz), 8. 36 (1H, s), 8. 56 (1H, d, J=2. 0Hz) 

15 E S I - MS (m/e) : 4 5 3 [M + H] + 

mmm 1 1 1 



2 3 4 
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-<rc6 




3- ( 6 - *<?)V- M U 3 z^Uk2Jk2. 7~)V) -6 - (5-* 

5F^-4H- [1, 2, 4] h U 7"J-)V- 3 --f )17,)V7 T^Jkl Z 
N — (f7';-;i/-2--fJP) - 2 -tTU 2>^jMj^Q HOWS 
5 ^iifll 1 1 1 ©lb £#J&, 3, 6 -*J9 □ a - 2 - tf'J v ? >*JU^> 
ft, 2-75;-f77-JK 3 h- 6 lfl)5?> 

R^3-^;i/^7"h - 5 - 1, 2, 4- hU7 7-Mffl^T, 

fc> ■& s £ £ «fc D M j& T £ c t ifi -V * § . 

10 1 HNMR (CDC 1 3 ) 6:2. 57 (3H, s), 2. 64 (3H, 
s), 6. 96 (1H, d, J = 8. 8Hz), 7. 02 (1H, d , J 
= 3. 6Hz), 7. 20 (1H, d , J = 8 . 8 H z ), 7. 25-7. 
29 (1H, m), 7. 46 (1H, d, J = 3. 6Hz), 7. 76 (1 
H, dd, J=2. 4, 7. 6Hz), 8. 63 (1H, brs) 

15 E S I - M S (m/ e): 4 4 2 [M + H] + 



3- (6 - t^Jl-VV i?>- 3 -4 )VZ)V7 7-)V) -6 - ( If g V 




2 3 5 
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- 4 )l^)Vy r - n — [±7_ 2 -4 2k) - 2 - 

1 2 tfMb-&fite, 3, 6 - Vi7 □ a - 2 - tf u 5>>*JW#> 

tt, 2-7$;-f7y-jk 3 -*;i/#:7>- 6 try v> 

1 HNMR (CDC 1 3 ) 5:2. 62 (3H, s), 6. 88 (1H, 
m), 7 . 0 5 ( 1 H, m), 7. 2 4 ( 1 H, d , J = 8 . 9Hz), 7. 
10 3 0 - 7. 6 8 ( 3 H, m), 7. 72 (1H, d d , J = l. 1, 8. 
9Hz), 7. 7 6 - 7. 8 2 ( 1 H, m), 8. 60 ( 1 H, d, J = 
1 . 1 H z ) 

E S I - MS (m/e) : 4 2 7 [M + H] + 

mmm 1 1 3 



3- (6-lh^y-h°'Jy>-3-^JVx;i/7 7-^) -6 - (4H 
- [1, 2, 4 3 h'J7';-^-3--fJMJV7 7-JV) -N- (3- 
p<5P>)U- [1. 2, 4] -^7y7'/"^- 5 )l) - 2 - g U V > 

20 mm.W 1 1 3 3, 6 - 2 - tf U s> 

Wts 5-75;-3-kh'n^y-l, 2, 4 V7V~)V\ 6- 



15 




2 3 6 
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Ih*->- 3 - tfriJ-Jh-V U ¥>M3 - *)l*J7h- 1, 2, 4 
- h U 7l/-;U*ffl^T; MM l ^tllc^CMX 
« £ tl £ £ ftfc £ 1* § £ <h K: <fc 0 ft iST * £ J&*Tf S 5 . 

1 HNMR (CD C 1 3 ) (5:1. 43 (3H, t , J = 6 . 9Hz), 
5 2. 06 ( 3 H, s), 4. 42 (2H, q, J = 6. 9Hz), 6. 8 
5 (1H, d, J = 9 . 0Hz), 7. 08 (1H, d, J = 9 . 0Hz), 
7. 29 (1H, d, J=9. 0Hz), 7. 69 (1H, d d , J = 9. 
0, 2. 1Hz), 8. 31 (1H, d, J = 2. 1Hz), 8. 37 (1 
H, s) 

10 ESI-MS (m/ e): 4 7 3 [M + H] + 
UikM 1 1 4 



3- (4-^^f^7$/7J^-JK7x-^X^7 7-Jl/) -6- 
(4H- [1, 2, 43 h'J7'/"JH3-f^X^7 7-;H -N- 

15 (^7V-;u- 2 --r - 2 - e u £>^jMl^o h*<PH» 

fti£0)J 1 1 4 <Z>ft£fe«> 3, 6 - i?p □ □ - 2 - tf U V>t>)Vi£> 

iy-M0f3 h- 1, 2, 4 - h y TV-)V*m^T. ft 

20 tfcJ: Dftit-rSH t5&<T#S. 




o=s=o 




2 3 7 
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1 HNMR (CDC 1 3 ) <5:2. 72 ( 6 H, s), 7. 02 (1H, 
d, J = 3. 6Hz), 7. 03 (1H, d , J=8. 0Hz), 7. 2 
0 (1H, d, J = 8. 0Hz), 7. 44 (1H, d, J = 3. 6Hz), 
7. 66 (2H, d, J = 8. 4Hz), 7. 78 (2H, d, J = 8. 
5 4Hz), 8. 33(1 H, s) 

E S I - M S (m/ e): 520 [M + H] + 
1 1 5 



3- ( 5 - y)V^ru - gj J i?>- 3 zA )±2Jk2. r-)V) -6 - (4H 
10 - [1, 2, 4] HJ 7 3 - 7 7 — )1^) — N — (3- 

[1, 2, 4] -^7^.7'/"JK5-f^) -2-tfUv> 

mmj i 1 5 (Dit&mu, 3, 6 -5?^ op- 2 - tru 5?>*;w#> 

5-75/-3-^fJ!/-l, 2, 4-^7^71/-;^ 5-7;U 
15 ^"D — 3 — JVft y b — ¥ l ) >lkZ$ 3 — ^ )Vt5~f V — 1, 2, 4-h 

1 HNMR (CDC 1 3 ) 6:2. 59 (3H, s), 7. 02 (1H, 
d, J = 8. 8Hz), 7. 30 (1H, d, J=8. 4Hz), 7. 6 
20 0 - 7. 7 5 ( 1 H, m), 8. 41 ( 1 H, s), 8. 50-8. 65 
( 2 H, m) 




2 3 8 



WO 2004/081001 
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E S I - MS (m/e) : 4 4 7 [M + H] + 



1 1 6 




3- (2, 3-i?bPD^>!/77>-5-^J^^77~^) - 6- 

5 (4H- [i, 2> 43 h u 7 v /-;i/- 3 --r 7-;^) -n- 

(3-^^;U- [1, 2, 4] -f7^7y-JH5--fJl/) - 2 - bT 

MMJ 1 1 6©<fc£«ltt, SiSfli 1 t|^i©Mi:<fcO#6n5 6 - 
^DD-3-(4-^ h + ->-7i-JMf^XJk77-il') - N- (3 
10 -^^-l. 2, 4-?Ti?7*S—J\/- 5 -4)V) - 

h\ 5 - 3 — K - 2 , 3-ykh'D^>y77>R^3-^ 
;i/#7h-l, 2, 4 - h U T^Si^T, Mifi^J 6 6 tmm<DJy 

15 1 HNMR (CDC 1 3 ) 6:2. 61 (3H, s ), 3. 25 (2H, 
t, J = 8. 4Hz), 4. 65 (2H, t, J=8. 4Hz), 6. 8 
5 (1H, d, J = 8. 4Hz), 7. 05 (1H, d , J = 8. 4Hz), 

7. 06-7. 33 (3H, m), 7. 78 ( 1 H, dd, J=2. 4, 

8. 5Hz), 8. 31 (1H, s ) 

20 E S I - MS (m/e) : 4 7 0 [M + H] + 

mmm 117 



2 3 9 
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3- (4-^ V*js-7 x.-)V7,)\,7 T~)V) - 6 - (4 H- [ 1 , 2, 
4] hV7*S-)V-3-'f)lZ)VyT~)V) — N — ([1, 2, 4] -h 

■J7^>-3--fji/) - 2 - bfu > ? >^;i/^^-»$ ecpwai 

5 §Jii0!) 1 1 7 ©<b^^«> 3, 6-v?^PP-2-bf iJ^>^M> 
3-757-1, 2, 4-h'J7^>> 4-^ h^->-f t7i7 
-)UM3-*)V%7h-l, 2, 4 - h U 7V-)V*m^T, ®[jt#<J 

10 1 H N M R ( C D C 1 3 ) 5:3. 84 (3H, s), 6. 95 (2H, 
d, J = 8. 8Hz), 7. 00 (1H, d, J=8. 8Hz), 7. 1 
7 (1H, d, J = 8. 8Hz), 7. 4 4 ( 2 H, d, J = 8 . 8Hz), 
8. 40 (1H, s), 8. 63 ( 1 H, d, J=2. 4Hz), 8. 9 
6 (1H, d, J =2. 4Hz) 

15 E S I - MS (m/e ) : 4 3 9 [M + H] + 

m&m 1 1 8 



2 4 0 



WO 2004/081001 
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3 -(4- ft y x.-)VZ)iy 7^)- 6 - ( 5 l , 

2, 4] KU TVnjLz 3 --OlX)l7 T-Jl) . -N- (3-^^^- 
[1, 2, 4] -f7y7'/-Jl/-5-^jP) - 2 - bf U S? >ft 
5 Fg)pgg 

mm.ni 1 8<D<k&m&, 3, 6-^oa-2-if uv>ft;i/#> 

g?, 5-75/-3-/^-l, 2, 4-f7y7 , /-;P> 4-ft;P 
^^>'-5 : t7i/-JPRr/3-^J^yb-5-^fJKl ) 2, 4 

-hU77-;^ffl^t, i ti^i©^^, ctuzmctz^mx 

10 li^tie. tf^i 5 Z£\z J: DMTS d 

1 HNMR (CDC1 3 ) 5:2. 46 (3H, s), 2. 52 (3H, 
s), 7. 00 (1H, d, J=8. 8Hz), 7. 13 (1H, d , J 
= 8. 8Hz), 7. 52 (2H, d, J = 7. 8Hz), 8. 01 (2 
H , d, J=8. OHz) 

15 ESI-MS (m/e) : 486 [M + H] + 
§HMJ 1 1 9 



2 4 1 



WO 2004/081001 



PCT/JP2004/001568 




3- (6-Ih^y-lf'Jy>-3-fJ^^77^in -6- (4H 
- [1, 2, 4] h U 7'/-)l- 3 zj±JU2JU2 7-)V) -N- (fcTy 
2 --f JtO - 2 - bf.U i^>^7;i/^^»$ POWg 
5 «jg0!l 1 1 9 3, 6->?/7DO-2-lf'Jy>*;^> 

R« 2-75/-lf7y>, 6-Ih^y-3-/J^yh-tf'J'y> 
3 h- 1 , 2, 4- hV7V-)V&m\,*T. Mt&MI t 

10 1 HNMR (CD C 1 3 ) <5:1. 43 (3H, t, J = 6. 9 H z ) , 
4. 41 (2H, q, J = 6. 9Hz), 6. 83 ( 1 H, d, J=8. 
7Hz), 7. 06 (1H, d, J = 8. 7Hz), 7. 27 (1H, d, 
J=8. 7Hz), 7. 69 (1H, m), 8. 2 9 - 8. 3 5 ( 2 H, 
m), 8. 40 (1H, m), 8. 42 (1H, s), 9. 75 (1H, 

15 m) 

ESI-MS (m/e):4 5 3 [M + H] + 

mmm 1 2 0 



2 4 2 



WO 2004/081001 



PCT/JP2004/001568 




3- m^yVjZ [1, 2 -a] - tf'J v>- 6 z^UkJJk? Z^Jkl 
-6- (4H- [1, 2, 4] h'J7'/-^-3--fJMJP77^) 
- N — (3-j*^Jt/- [1, 2, 4] 7v7 V — — 5 — -f JV) - 

5 2 - tf u ^>^jMi±±3 Hong 

^pp-3-(4-^ h + ^/-7x^JMf^XJl/7 7 - N - ( 3 

2, 4 -3-7 i?7V-)V- 5 ->r -2-t!U> > >* 
h\ 6-3-H--f5^y- [1, 2 -a] -fcTUS^fttf 
10 3-^;i/*^h-l, 2, 4 - h U 7\/-J^ffl^T, gjifll 6 6 tm 

1 HNMR (DMSO— d 6 ) 6:3. 30 (3H, s), 7. 10-7. 
40 (3H, m), 7. 6 0 - 7. 8 0 ( 2 H, m), 7. 97 (1H, 
15 s), 8. 6 0 - 8. 8 0 ( 1 H, m), 8. 93 (1H, s) 
E S I - MS (m/e) : 4 6 8 [M + H] + 
KiSfll 1 2 1 



2 4 3 



WO 2004/081001 



PCT/JP2004/001568 





3- ( 2 -*7)V- If U i>y- 3 z^jJVZJkZ Z^Jkl ~6- (4H- 
[1, 2, 43 FU7'/-;V-3--f;VXJV7 7-JV) - N - (3-^ 
[1, 2, 4 3 -5^7 i?7 5 --fJlQ -2-tf'Jv?>;ft 

5 jMj±»5 K<PHSi 

SUM 1 2 1 3, 6->??OD-2-!f U5?>*;P#> 

5 -75 J - 3 1 , 2, 4-f7^7y-;K 3-pUV 
#7 h - 2 -pt^JP- tf 'J ^>Rtf3 V- 1 , 2, 4-h'J 

1 HNMR (CDC 1 3 ) (5:2. 59 ( 3 H, s ), 2. 62 (3H, 
s ) , 6. 84 ( 1 H , d, J = 8. 8Hz), 7. 20 - 7. 35 (2 
H, m), 7. 8 0 - 7. 9 2 ( 1 H, m), 8. 43 (1H, s), 8. 
60-8. 68 ( 1 H, m) 
15 E S I - M S (m/ e): 4 4 3 [M + H] + 

mmm 1 2 2 



2 4 4 



WO 2004/081001 



PCT/JP2004/001568 




3 - (4 h^v - 7x-;i/X;P7 7-)V) - 6 - (4 H - [ 1 , 2 , 
4] hV7V~)l- 3 )IZ)17 7~)V) -N- Q£7V-9 [4, 5 
- b] MVV>-2-4 )V) - 2 - g U v>^;i/^^jj-$ Hg)HSa 

5 Mitfi i 2 2 £>ib"&$jte, 3, 6 -vtr u o - 2 - try s?>#;i/#> 

2-757-^7 [4, 5-b] lfU^>> 4-*h*>'-? 1 
t7i7-J^tF3 - ^;p*7°h - 1 , 2, 4 - h y 7l/-;P*fflViT, 

sating i tmmo^m, cn\zmctcj3&xfez.nt>t%&£*m&& 
friz % z t\z & v mmr z> z t&T*t % a 

10 1 HNMR ( C D C 1 3 ) 5:3. 88 (3H, s), 7 . 01 (2H, 
d, J = 8. 8Hz), 7. 03 (1H, d , J=8. 0Hz), 7. 0 
2-7. 26 (1H, m), 7. 50 (2H, d, J=8. 8Hz), 8. 
23 (1H, d, J=8. 0 H z ) , 8. 52 (1H, s), 8. 59 (1 
H, s) 

15 ESI-MS (m/e): 494 [M + H] + 

mmm 1 2 3 



2 4 5 



WO 2004/081001 



PCT/JP2004/001568 




3- (s'-^JP-tf \)*?>- 3 )VZ)V7 7~)V) -6 - (4H- 
[1. 2, 4] h'J7'/^-3--fJI/XJV7 7-;P) — N — (3-^ 
[1, 2, 4] -f7^7'7-JI/- 5 --<;!/) -2-fcf'Jv>:ft 

M0!)1 2 3<D4k&®\t*3 , 6 -v^PP- 2 -tf U v>*;P#>^> 
5-75;-3->f;i/-l, 2, 4-^7^7^-^, 3-^)ViJ^ 
b- 5 -*3^l>- tf U ¥>RZf3 -*;i/#7°b- 1, 2, 4-MJ77* 

1 HNMR (CDC 1 3 ) 6:2. 40 ( 3 H , S ) , 2. 60 ( 3 H , 
s), 6. 99 (1H, d, J = 8. 4Hz), 7. 2 2 - 7. 3 0 (1 
H, m), 7. 71 (1H, s ), 8. 40 (1H, s), 8. 55 ( 2 H, 
m) 

15 ESI-MS (m/e):4 4 3 [M + H] + 
1 2 4 



2 4 6 



WO 2004/081001 



PCT/JP2004/001568 




F 

3- (4, 4 -Vy )V^ru^^)V^r^^-y r-fr) -6 

- (4H- [1, 2, 43 h'J7'/-^-3--f^JI/77^;i/) - N 

- (fc°^>- 2 --f )V) - 2 -If U v>;fr;U#^D-g FPUS? 

5 1 2 4(5|^||(13, 6 -VitUU- 2 - i?>%)V$>Wt* 

2 -7 ^ / - 4, 4 -^7Jl/tP/W+'>-ft7i/ 

-)VBlUZ h- 1, 2, 4 - h U 7 7-;i/£/JH>T, ®{«J 

10 1 HNMR (CDC 1 3 ) 5:6. 62 (1H, t, J = 73Hz), 7. 
05 (1H, d, J = 9. 0Hz), 7. 2 0 - 7. 3 0 ( 3 H, m), 

7. 60 (2H, d , J=8. 7Hz), 8. 30-8. 43 ( 2 H, m), 

8. 41 (1H, brs), 9. 78 (1H, brs) 
ESI-MS (ra/e):4 7 4 [M + H] + 

15 §£»J 12 5 



2 4 7 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3 - 


(6- 


tf «J v> - 3 - 






- 6 - (4 H- 


[1 


, 2, 


4] h'J77-;i/-3- 


-r ;i/x;i/7 7- 




-N- ( 1 


5p;p 


- 1 H 


- [ 1 , 2] - 


3 --oi/) 


- 2 


-try v>#^ 



5 

1 2 5 (Dit 3 , 6 - v>£ DD- 2 - tf U v>#;t^>SL 

3-757-1 1 H- [1, 2] tf^/-;K 3-^;V^7 

h - 6 - * - If U >R 3 - * :/ h - 1 . 2, 4 - h U 7 !/ 

10 #&<h £!i^£;b« £ J; DMT & £ t^tf 5, 

1 HNMR (CDC 1 3 ) 6:2. 64 (3H, s), 3. 89 (3H, 
s), 6. 91 (1H, m), 6. 97 (1H, d, J = 8 . 4Hz), 7. 
17-7. 36 (3H, m), 7. 79 (1H, m), 8. 31 (1H, 
s ), 8 . 6 3 (1H, m) 

15 ESI-MS (m/e) : 4 2 5 [M + H] + 
M0U 1 2 6 



2 4 8 



WO 2004/081001 



PCT/JP2004/001568 




OH 



3- (6 - fc HP M U P>- 3 zJLjkXjk^ 7-JV) -6 

- (4H- [1, 2, 4] h'J7'/-Jl/-3--fJVXjl/7 7^) -N 

- (3-j*^;i/- [1, 2, 4] -f7y7^-5-^^) -2- 

g3it0J 126 3 , 6 - vzuu- 2 - try v>#;i/tf 

5-7>;-3-/fJl/-l, 2, 4-f7v7 , ;-Jk 6-tHo* 
->X3^U- 3-^;P*7 p h-tfU>'>R^3-^^*yH- 1, 2, 4 

1 HNMR (CDC 1 3 ) 5:2. 57 (3H, s ), 3. 04 (2H, 
t, J = 6. 0Hz), 3. 97 (2H, t, J=6. 0Hz), 6. 9 
8 (1H, d , J = 8. 8 H z ), 7. 20 (1H, d, J = 8. 8Hz), 
7. 30 (1H, d, J = 8 . 0 H z ), 7. 78 (1H, dd, J = 2 . 
15 4, 8. 0Hz), 8.32 ( 1 H , s ) . 8. 57 (1H, d, J = 2. 
4 H z ) 

ESI-MS (m/e): 4 7 3 [M + H] + 

mmm 1 2 7 



2 4 9 



WO 2004/081001 



PCT/JP2004/001568 




3 - (4 -7DtD-7i-Jl/XJl/77-ik) - 6 - (4 H- [ 1 , 2, 
4] hVrV-fr- 3 -4 )V7>)iryy-)V) -N- 
- CI, 2] - M 3 -4)V) - 2 - fcf U V. > * ^ *K * » S H 

5 £>M 

g ft til 12 7 ©fc'&tofc* 3, 6 -z?9 DP- 2 - fcT U >#;i/# 
3-^JW7"h-l-/f;i/-lH- [1, 2] 4-7JI/ 
tO-f*7i;-Wtf3-^fj&^h-l, 2, 4-h'J7 % /-;W 

'HNMR (CDC1 3 ) 5:3. 85 (3H, s ) , 6. 89 (1H, 
brs), 6. 97 (1H, d , J = 8. 7Hz), 7. 11-7. 21 
( 3 H, m), 7. 30 (1H, d, J = 8 . 7 Hz), 7. 57 (2H, 
m), 8 . 3 5 ( 1 H, s ) 
15 ESI-MS (m/e):428 [M + H] + 

mmm 1 2 8 



2 5 0 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 

3- (2 -*^;i/--T S^7- [1, 2-a] - fcfU 6 --r;W7> 

^7 7-^) - 6- (4H- [1, 2, 4] h'J7'/-Jh3-<H 
J^7 7-^) -N- (3-*^)V- 11, 2, 4] -^T^yy-JU- 
5 5-<;i/) - 2 -tfU V>tl)l#*-tir2L WMM 

mmm 1 2 8 (o\t^m\t. 3, 6-^^on-2-t?u v>#;u#>m> 

5-757-3-^^-1, 2, 4-f7y7 1 /-jK 6-^;i/^7° 

h- 2 -^^;i/--r 5^7- [i, 2-a] tf u >?>K.r>'3 -^;p*7 
h-i, 2, 4 - h u 7y-;^ffl^t, igj£0!i i iiwiii©^^, £ft 

1 HNMR (DMSO-d 6 ) (5:2. 34 (3H, s), 2. 50 (3 
H, s), 7. 10-7. 20 ( 2 H, m), 7 . 28 (1H, d, J =. 
8. 4Hz), 7. 49 (1H, d, J = 9. 2Hz), 7. 70 (1H, 
15 s ) , 8,70 ( 1 H , brs), 8 . 83 ( 1 H , s ) 
ES I - MS (m/ e): 4 8 2 [M + H] + 
12 9 



2 5 1 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- (6 -*?)V-\fV5?>- 3 )VX)Vy 7~)V) -6 - (.4 H - 
[1, 2, 4] h U 7V-)l- 3 ^Jk2Jk2. -N- (3-fc 

Fn^y/^- [1, 2, 4] -?7i?7 x S-)V- 5 -2- 

5 if u £^iMj^o H®M1 

mj&M 12 9 ©{t^te, 3 f 6-5?^nP-2-tfU ^>*;p#>», 
5-7^7-3 -*?)V- 1 , 2, 4-f7y77-JK 3-*;U#:/ 
b- 6 -^^-fcTU >>>E.tf 3 -pWl^l/h- 1, 2, 4-hU7l/ 

1 HNMR (CDC1 3 ) 5:2. 59 (3H, s), 4. 65 (2H, 
s), 6. 97 (1H, d, J=8. 4Hz), 7. 23 (1H, d , J 
= 8. 4Hz), 7. 26 (1H, d, J = 7. 6Hz), 7. 74 (1 
H, dd, 3 = 2. 0, 7. 6Hz), 8. 34 (1H, s), 8. 54 
15 (1H, d, J = 2. 0Hz) 

ESI-MS (ra/e): 4 5 9 [M + H] + 
aiifi^l 1 3 0 



2 5 2 



WO 2004/081001 



PCT/JP2004/001568 




OH 



3- [4- -7xrj^JV77-JH -6- 
(4-^;i/-4H- [1, 2, 43 h'J77-JI/-3-^HJP77 

-N- (3-*^;P- [1, 2, 4] -^7y7'/-^-5-f 

5 - 2 -tru $;>jty;i/^^-»$ HcDWg 

1 3 0©4b 3 , 6 DO- 2 - tTU 5> >K> 

5 -7$ J - 3 1 , 2, 4-f7y7 , /-;k 

^if;i'-ft7i;-;pxtf3-^W7 , h-4-^5 : ;i/ - 1, 2, 

4- hU77-j^i^i, 1 tmmvjjm, zn\zmvtcjjm 

1 HNMR (CDClj) 5:2. 61 ( 3 H, s), 2. 93 ( 2 H, 
t, J = 6. 4Hz), 3. 72 (3H, s), 3. 92 (2H, t, J 
= 6. 4Hz), 7. 06 (1H, d, J =8. 4Hz), 7. 11 (1 
H, d, J=8. 4Hz), 7. 35 (2H, d, J = 8. 0Hz), 7. 
15 47 ( 2 H, d, J = 8. 0Hz), 8. 38 ( 1 H, s) 
E S I - MS (m/e) : 4 8 6 [M + H] + 

mmm 1 3 1 



2 5 3 



WO 2004/081001 



PCT/JP2004/001568 




CH 3 



3- (6 'J i>>- 3 -4 JVZJVyr-fr) - 6- (5-h 

h'Dty-4H- [1, 2, 4] YVTV — )],-Z-<1)V7s)V7 7—)V) 
-N- (3-^^;i/~ [1, 2, 4] -^T¥7V-)l- 5 )±) - 

5 2 - tf u 2>Aikji±±^ FcoDUM 

glMJ 1 3 1 <Z){b 3 , 6 □□- 2 - tf U v>>#;P#>gK 

5 -7^ / - 3 - /?Jl/-f7^7y-;k 3-^;i/*/h-6-^f 
t? U V >Rtf 5 - k F D * ~> - 3 - * 7 h - 1 , 2 , 4-h'J 

io tnmt^m^t>^-^z t \z & q mm? % z. t * 

1 HNMR (DMSO— d 6 ) 5:2. 53 (3H, s), 2. 65 (3 
H, s), 7. 13-7. 71 ( 3 H, m), 7. 84-7. 98 ( 1 H, 
m), 8 . 4 3 - 8. 6 3 ( 1 H, m) 
E S I -M S (m/ e): 4 5 9 [M + H] + 

i5 mmm 1 3 2 




H 3 C 

2 5 4 



WO 2004/081001 PCT/JP2004/001568 

3- ( l l H--1* y_$\hzlk- 5 z^UkZJkZ t-jv) -6 



- (4H- [i, 2, 4] b u 7V~-)V- 3 --r;ux;P7y-;i/) -n 

- (3-^;i/~ [1, 2, 4] -TT¥7^-)V- 5 --f -2- 

5 1 3 2 0te£$3te> 3, 6 -?2 a □- 2 - tf U >>>#Jl/#> 

i?. 5 -75 7 - 3 -*)lfty°h- 1 , 2, 4-?7y7y-;K 5- 
h- l ih--( >yv-)\s&z£3 -*)lt>7 V- 1 , 

2, 4- MJ7y-;w£ffl^T, Mjgfii i tmm<Di5$k. z.n\zmcrc 

10 %>o 

1 HNMR (CDC1 3 ) 5:2. 53 (3H, s), 4. 03 (3H, 
s), 6. 87 (1H, d, J=8. 8Hz), 7. 06 (1H, d , J 
= 8. 8Hz), 7. 39-7. 4 5 (2 H, m), 7. 9 4 ( 2 H, m). 
8 . 2 7 ( 1 H, s ) 
15 E S I - M S (m/ e): 482 [M + H] + 

mmm 1 3 3 




3 - ( 3 


[1, 


2, 4] 


- V U 7 V □ - [4 


, 3 - a] - tf 


u v y - 


7 jvxjvy 7 


- 


6 - (4H- [ 1 , 


2 , 4 ] h U 7 




3 )IZ)V7 7 


- 


N- ( 3 


[ 1 , 2 , 4] 



2 5 5 



WO 2004/081001 



PCT/JP2004/001568 



& it til 1 3 3 Oik^mte. 3, 6 -y//OD- 2 - fc° 'J ^>#;i/#>m, 
5-757-3-^ j^^h-l, 2, 4-f7^77-Jk 
#7°h- 3 [1, 2, 4] -h'JTVP- [4, 3 -a] - 
5 t!U5?>;fttf 3 h- 1 , 2, 4 - h U 7y-J^ffl^T, gt 

Z.£\Z& Drill's £ 
1 HNMR (DMSO-d 6 ) 6:2. 49 (3H, S ), 2. 67 (3 
H, s), 6. 82-6. 87 ( 1 H, m), 7. 19 ( 1 H, d , J = 
10 8. 8Hz), 7. 57 (1H, d, J=8. 8 Hz), 7. 86 ( 1 H, 
s ) , 8. 35 (1H, d, J = 7 . 2Hz), 8. 70-8. 90 (1 
H, b r s ) 

E S I - MS (m/e) : 4 8 3 [M + H] + 

mmm 1 3 4 



3- ( 1 -**y- 6 h°U Vy- 3 )IZ)V7 7_gJk) - 

6 - (4H- [1, 2, 4] m 7'/-;i/- 3 --r;i/x;i/7 7-;u) - 

N — (3-^^;P- [1, 2, 4] -?7i?7V-)V- 5 -4 )V) -2 
-H'Jy>^)M^f$ PPM » 
20 $Hi09 1 3 4®{t£*fc):, 3 , 6 -*Ji7 □□ - 2 - tru ^>#Jl^>^ 
5-757-3 -*?fr-?7*S7.V-)V* 3-/J^yh-6-^f 




2 5 6 



WO 2004/081001 



PCT/JP2004/001568 



1 HNMR (CDC 1 3 ) 6:2. 58 (3H, s ), 2. 61 ( 3 H, 
5 s), 7. 16 (1H, d, J = 8. 4Hz), 7. 32 (1H, d, J 
= 8. 4 H z ), 7. 40-7. 45 ( 2 H, m), 8. 38 ( 1 H, s), 
8 . 4 3 (1H, b r s ) 
ESI-MS (m/e): 4 5 9 [M + H] + 

umm 1 3 5 



3- (6 -b Hn^v^^;u-h°u 3 --r ;i/x;i/7 7-;w) -6 

- (4H- [1, 2, 4] hU7'/-^-3-fJ^;k7 7-il>) - N 

- (3-pt5P;i/~ [1, 2, 4] -f7y77-JV-5-^Jl/) -2- 

15 MM i 3 5 3 , 6 - w o □ - 2 - tf u $?>#;p#>k. 

5-757-3 -ZfJ|/-f7y7y-Jk 6-tFD^y^jV-3 
-^;i/A^h-t!U5?>R^3-^;P*^h- 1, 2, 4-h'J77- 

20 1 HNMR (CDC 1 3 ) 5:2. 6 2. ( 3 H, s), 4. 80 (2H, 
s), 7. 01 (1H, d, J=8. 8Hz), 7. 26 (1H, d, J 



10 




2 5 7 



WO 2004/081001 



PCT/JP2004/001568 



= 8. 8Hz), 7. 56 (1H, d , J = 8. 0Hz), 7. 91 (1 
H, dd, J = 8. 0Hz; 1. 2Hz), 8. 36 ( 1 H, s), 8. 
65 (1H, d, J = 1 . 2Hz) 
ESI -MS (m/e): 4 5 9 [M + H] 

5 mmm 1 3 6 



3 - (4 h*i/-7 x.-)VXJV7 T -)V) - 6 - ( 4 H - [ 1 , 2, 

4 3 b'J7'/-^-3--f;i/X^7 7-^) — N — (1 - *?)V- 1H 
- [1, 2] - \Z?V-)V- 3 - 2-\ZVz?>*)Vtf*D-$\t 

io omu 

rn.rn.rn 1 3 6 ©ft^M, 3 , 6 - w □ □ - 2 - t: u -jyt>)v#>m.. 

3-75;-l-/^-lH- [1, 2] tf^/-;K 4-*h*>' 

-ft7xy-jW3 h - 1 , 2,4- mj 7y-;P£/B 

15 M^frltS C tti D®fj£T3 £ <h^T£3. 

1 HNMR (CDCI3) 5:3. 8 2 (3H, s), 3. 83 (3H, 
s ) , 6. 80 (1H, d, J = 2. 4Hz), 6. 93 (1H, d, J 
= 8. 4Hz), 6. 94 (2H, d, J = 8. 8Hz), 7. 08 (1 
H, d, J = 8. 4Hz), 7. 25 ( 1 H, d, J = 2. 4Hz), 7. 

20 43 (2H, d, J=8. 8Hz), 8. 32 (1H, s) 
E S I - M S (m/ e): 4 4 0 [M + H] + 




2 5 8 



WO 2004/081001 



PCT/JP2004/001568 



m&m 1 3 7 





3 - (4-7ftD-7x m\,X)V7.± - 6- ( 4 H - [1, 2. 

4] h U 3 ^jJVZJkZ Z -N- (1H- Fl. 21 

5 ~ tf7»/-JU- 3 — T JU) - 2 - bTU 2>^iMj^a_$ KCDWfi 

SUSfl 13 7 ©te^fi, 3 , 6 P O - 2 - fc? U >l£, 

3-75/-1H- [1, 2] hf^y-;U, 4-7JI/tD?t7x;- 

3 h - i , 2, 4 - h u 7V-)v^m^x, mmn 

1 HNMR (CDC 1 3) 5:6. 87 (1H, bs), 6. 94 (1H, 
d, J = 8. 4Hz), 7. 12-7. 18 (3H.ni), 7. 45-7. 
5 3 ( 3 H, m), 8 . 3 0 (1H, s ) 
E S I - MS (m/e) : 4 1 4 [M + H] + 
15 ®WJ 1 3 8 




2 5 9 



WO 2004/081001 



PCT/JP2004/001568 



3- ( 6 - * h=fr~>- bf U z?>- 3 -4 )V7,)Vy T-)l) - 6- (4H 
- [1, 2, 4] h'J7 > /-^-3--fJ^^7 7-^) -N- (3- 
[1, 2, 43 -f7y7 V^-JI/- 5 --f Jl/) -2-fc?US?> 

5 fijiftl 1 3 8(Dit^mU. 3 i 6 -z?2 OP - 2 - tf U 

5-75 7- S-^f^-^T^jy-Jk 3-*Jl/#7h-6-*h 
^5/- tf U ^>Rtf3 h- 1 , 2, 4 - h U 77-;WSfflVi 

asm i cntJpufc^ffixttcinetijrfetsa 
* & t> -e- & n t k «fc o m m r § c t ifi t # § . 

10 1 HNMR (CDC1 3 ) 6:2. 63 ( 3 H , s ) , 4. 00 (3H, 
s), 6. 88 (1H, d, J = 8. 7Hz), 7. 07 (1H, d, J 
= 8. 7Hz), 7. 29 (1H, d, J = 8. 7Hz), 7. 70 (1 
H, dd, J = 8. 7, 2. 1Hz), 8. 31-8. 40 (2H, m) 
E S I - M S (m/ e): 4 5 9 [M + H] + 

15 mmm 1 3 9 



3 - [4 - (lH-^$^'/-J^-H^) ]-7iZj|/X^77-iW 
-6- (4H- [1, 2, 4] h'J7y-;i/-3--fJ^^7 7-^) 
-N- (3-*^JW- [1, 2, 4] -f7y77-;i/-5-<jP) - 
20 2 - tf U >?>^;i/#^it$ H<Pg8K 




2 6 0 



WO 2004/081001 
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Hit 00 1 3 9 o\t&m\t. 3 , 6 p □ - 2 -try 5?>#;u#>i^ 

5-757-3-/^-1, 2, 4-?7^7 1 /-JK 4- (1H- 
-f 5 ¥V-)V- 1 --f;U)5 i ^7xy-JI/S.^3 -^Jl/^y h - 1 , 2, 

5 xii^ne. tsst^^fct^c tick QmT&tzztWT?<gz. 

1 HNMR (CDC 1 3 ) 5:2. 57 (3H, s), 7. 03 (1H, 
d, J = 8. 8Hz), 7. 16 (2H, brs), 7. 31 (1H, b 
rs), 7. 48 (1H, d , J = 8. 4Hz), 7. 65 (2H, d, 
J=8. 4Hz), 7. 92 (1H, s), 8. 32 (1H, s) 
10 E S I - MS (m/e) : 4 9 4 [M + H] + 



&&m 1 4 0 




°-CH 3 



3 - ( 4 - * b * z/ - 7 x. r. )l Z )17 y - )l) - 6- (4H- [1, 2, 

4 3 h 'J7'7-;i/- 3 - -f )V 7> )V 7 7 — )V) — N — (1H- [1, 2] 
15 - If7 7-Jl/- 3 --f ;»/) - 2 - fcf U >>>;ft;t^*1f 5 PflDtHg 

MM i 4 o ©<b-&%«> 3 , 6 p - 2 - try $?>#;^>i&> 

3-757-1H- [1, 2] -tr^>/-;U, 4-n*y-ft7i 
;-)URZ£3 -*)Vt)7° h- 1 , 2, 4-hU7!/-^§fl!^T, fit 

1 HNMR (CDC 1 3) <5 : 6 . 86 ( 1 H, d , J = 2 . 6Hz), 
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6. 98 (2H, d, J = 8. 8Hz), 6. 99 (1H, d, J = 8. 
8Hz), 7. 17 (1H, d, J = 8. 8Hz), 7. 47 (2H, d, 
J = 8 . 8 Hz), 7. 50 (1H, d, J = 2 . 6 H z ) , 8. 34 (1 
H, s) 

5 E S I - MS (m/e) : 4 2 6 [M + H] + 
mm\ 14 1 




3- (6-^ h=fr'>-tf'J^>- 3--f )VZ)17 7 - 6- (4H 
- [1, 2, 4] h U 7 *S-)V- 3 --f jVXjLZ -N- (1- 

10 MLiLz 1 n-VvV-fr- 3--i)V) - 2 - bfU y>^jMi±±s K 

SIS 01 1 4 1 ©{fc£tlkf/3 , 6 -VZUU- 2 - tru 

3-757- 1 1 H-tf^V-^, 3-/J^yh-6-/ 

h**>-e u v>RtX3 h- 1 , 2, 4-hU77-;V*ffl 

1 HNMR (CDC 1 3 ) 5:3. 81 (3H, s ), 3. 95 (3H, 
s), 6. 76 (1H, d, J = 2. 4Hz), 6. 80 (1H, d, J 
= 8. 4Hz), 6. 93 ( 1 H , d, J = 8. 4Hz), 7. 10 (1 
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H, d, J = 8. 4Hz), 7. 25 (1H, d, J = 2. 4Hz), 7. 
65 (1H, dd, J = 8 . 4Hz, 2. 0Hz), 8. 28 (1H, d, 
J = 2. 0Hz), 8. 36 (1H, s), 10. 11 ( 1 H, s) 
ESI-MS (m/e):44 1 [M + H] 

5 &mn 1 4 2 



C2H5 

3- (6-Xh^y-tfiJ^>- 3 -4 )VX)V7 7~)V) - 6 - (4H 
- [1, 2, 4] h*)7V-fr- 3 -4 )VZ)V7y-)V) -N- ( 1 - 

pt5FJP- 1 h- tf 7'/-^- 3 --r jk) - 2 - tf u ^>;frju^-9-5 K 

10 OWg 

MM 1 4 2 ©fc^tofci, 3,6-v^PD-2-tfU ^>*;U^>m> 

3-757-1 1 H-H^y-jk 3 - 7 7° h - 6 -X 

h * k - bf U z>>X.Zf 3 - 7JP;ft 7° h - 1 , 2, 4-h'J7y-J^ffl 

1 HNMR (CDClg) 5:1.43 (3H, t, J = 6. 9Hz), 
3. 87 (3H, s), 4. 42 (2H, q, J = 6. 9Hz), 6. 8 
3 (1H, d, J = 8. 7 H z ) , 6. 93 (1H, d, J=2. 1Hz), 
7. 02 (1H, d, J=8. 7Hz), 7. 22 (1H, d, J = 8. 
20 7Hz), 7. 32 (1H, d, J = 2. 1Hz), 7. 69 (1H, d 
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d, J = 8. 7, 2. 4Hz), 8. 2 5 - 8. 3 9 ( 2 H, m) 
ES I - MS (m/e) : 4 5 5 [M + H] + 

mm\ i 4 3 




5 3 - ( 4 - / h^y^f^-7i-;|/XJl/77-^)- 6 - (4 H-[ 1 , 

2, 4] MJ 7 3 --f t-;p> - n - 

i h- e_2_ZrAz 3 zjlik) - 2 - if u 2>^LiMl±»^ Fornax 

^ji^ij l 4 3 3, 6 □ □- 2 - try 

3-75;-l-^^-l H- 4 h * * 5f )P - 

t) # z> z. t \z& o m m. r £ t & r # & 0 

1 HNMR (CDC 1 3 ) 5:3. 45 (3H, s), 3. 82 ( 3 H , 
s), 4. 49 ( 2 H, s), 6. 83 ( 1 H, d, J = 2 . 0 H z ), 6. 
15 9 6 ( 1 H, d, J=8. 8Hz), 7. 09 (2H, d, J = 8. 8H 
z), 7. 25 (1H, d, J=2. 0Hz), 7. 40 (2H, d, J 
= 7. 6Hz), 7. 51 (2H, d, J = 7. 6Hz), 8. 31 (1 
H, s), 10. 14C1H. s) 
E S I - MS (m/e) : 4 4 0 [M + H] + 

20 &mm 1 4 4 
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PH 3 




3 - ( 4 zl* x.~)l*)V7 T~)l) - 6 - (4 H - [ 1 , 2 , 

4] h'J7';-;i/-3-fJl/-XJV77^iP) — N - (4, 

5 Ui&m l 4 4 (ZMtfr^tt, 3, 6 -^do- 2-tru^>*;u^> 

2-757-4, 5 -^^^JP-^yy-iU, 4-*h*~>-5P;f 

10 1 HNMR (CDC 1 3 ) 5:2. 29 (3H, s), 2. 33 (3H, 
s ), 3. 87 (3H, s ), 6. 98-7. 03 (3H, m), 7. 21 
(1H, d, J=8. 6Hz), 7. 48 (2H, d, J=8. 6Hz),. 
8 . 2 9 ( 1 H, s ) 

E S I - MS (m/ e) : 4 7 1 [M + H] + 
15 ©i£0iJ 1 4 5 



3- (4-7J^D-7i-J^^77-JP) -6- (4, 
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JV-4H- [1, 2, 4] h'J7'/-JP-3-f;i/-X;V7 7^) - 
N- (4-^h^y^f^-f7'/-;l/-2-^jy) -2-bfUS?>;ft 

»it« 1 4 5 O-ftl'&tttt, 3, 6-y^DD-2-lf'Jy>*H> 

t7x/-M«3-^W^h-4, 5-v^^;i/-l, 2, 4-h 

'J7!/-;v*ffl^T 4 Sit til i ^ dttfcip&fc^&XKic 

1 HNMR (CDC1 3) 6:2. 60 (3H, s), 3. 47 (3H, 
10 s ) , 3. 62 ( 3 H , s), 4. 50 (2H, s ) . 6. 93 (1H, s ) , 
6. 98 (1H, d, J=8. 8Hz), 7. 07 ( 1 H. d, J = 8. 
8Hz), 7. 16 (2H, dd, J = 8. 8, 8. 8Hz), 7. 53 
( 2 H, dd, J = 5 . 2, 8. 8Hz) 
E S I - MS (m/e) : 5 0 3 [M + H] + 

15 mmm 1 4 6 




3 - (4 - ( 1 h^$/x^;p) - 7 xn;ux;U7 - 6 - (4 

h- [1, 2, 4 3 b U 7 7-;u- 3 zjUi^XikZ l_=Jkl - N- 
2 --r;i/) - 2 - tf U ^>#;U#*-fr5 K<PM« 

20 MtiJ 1 4 6 ©fk'&tott, 3, 6 -s>* p p - 2 - try s?>*;w#> 

iS, 2-75/ -f y^-jk 4- ( 1 h^X^l/) -?t7i 

y-;i/RtX3 -*)Vi37 h - 1 , 2, 4-hU7V-;^ffl^t, si 



2 6 6 
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m i tmuo^m. z\ti\zmvttmx\*z\nz t*stsa*^ 
z z\ t\z£ v z. t&Tg z> . 

1 HNMR (CDC1 3 ) 6:1. 27 (3H, d, J = 6. 4Hz), 
3. 30 (3H, s), 4. 36 ( 1 H, d , J = 6. 4Hz), 7. 0 
5 3 (1H, d , J = 3 . 6Hz), 7. 05 ( 1 H , d , J = 8 . 8Hz), 
7. 23 (1H, d, J = 8. 8Hz), 7. 41 (2H, d, J = 8. 
0Hz), 7. 47 (1H, d, J = 3. 6Hz), 7. 54 (2H, d, 
J = 8. 0Hz), 8. 35 (1H, s) 
E S I - MS (m/e) : 4 7 1 [M + H] + 

10 mmm 1 4 7 



3 - ( 4 - 7)V*U - 7x-;V7, )17 t-)V) - 6 - ( 4 H - [ 1 , 2, 
4] m7'/";k-3--f;i/-X^77-JP) -N- (4-kFa^y 

*?)i- s ?T*/-)\'- 2 --r;i/) -2-tf'j E>JUk£±tbl f®h» 

15 ©i£^J 1 4 7 0{b^«Jtt» 3, 6 - U a - 2 - M »J v 

tt, 2-7$7-4-tFP + y/5 1 ;|,-f7 , ;-;k 4-7)l*n- 
5 1 t7x/-W3 -^;P*7°h- 1, 2, 4 - MJ 7l/-;H&flH> 

zz. t ct vmrntz z. tufi-vtz. 

20 1 HNMR (CDCI3) <5:4. 60 ( 2 H , s ) , 6. 84 ( 1 H , 




OH 



F 
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s), 6. 93 (1H, d, J = 8. 8Hz), 7. 06-7. 16 (3 
H, m), 7. 4 0 - 7. 6 0 ( 2 H, m), 8. 31 ( 1 H, s) 
E S I - MS (m/e) : 4 6 1 [M + H] + 

gkmm 1 4 8 



3 - (4-^h^'>-7x-;i/XJP77-;P) - 6- (4H- [1, 2, 
4]>'J7'/-JI/-3--f^-XJV7 7-^) - N - (5-h'J7J^ 
U *?-)l^7V-)l- 2 )V) - 2 - tf u -jyjpvt^v^ K const 
©jt^ij 1 4 8 3, 6 -¥Z PD- 2 - t? U ^>#;l^> 

10 2-75;-5-h'j7JWD^f^-f77-Jk 4-^b*^ 

-ft7x;-^Rtf3-^J^7'h-l l 2, 4-hU7 N /-;^ffl 

1 HNMR (CDC 1 3 ) 6:3. 86 (3H, s), 6. 97-7. 0 
15 5 (3H, m), 7. 22-7. 27 ( 1 H, m), 7. 47 (2H, d, 
J = 8. 8Hz), 7. 80 (1H, s), 8. 39 (1H, s) 
E S I - MS (m/e) : 5 0 9 [M-H] " 

m&m 1 4 9 



F F 
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3 - (4-^h^r'>-7xnjl/X;i/77-;P) - 6 - (4H - [1, 2, 
4] hV7*S-)]'- 3-4 )V-X)V7 7-)V) -N- (4~h'J7J^ 
u *?)V77 2 -4)V) - 2 - M U POfgg 

5 KM 1 4 9 ©fc£*btt, 3, 6 DO- 2 - If' J 

ft, 2-75;-4-h'j7Jl/tD^f;i/-5 : 7 > ;-Jk 4-*b*:> 
-ft7i;"^R«3-^J^yh-l, 2, 4-h'J7!/-;^ffl 

10 1 HNMR (CDC 1 3 ) 5:3. 85 (3H, s), 6. 96-7. 0 
0 ( 3 H, m), 7. 17 ( 1 H, d, J = 8 . 0Hz), 7. 44-7. 

4 7 ( 3 H, m), 8 . 3 7 ( 1 H, s ) 

E S I - MS (m/e) : 5 11 [M + H] + 

mm\ 1 5 0 



3-(3-7;b^-D-4-^ - 7 x -)IZ)V7 7-)V) - 6 - (4 

H - [1, 2, 4] h U 7V-)V- 3 -^;i/-7>;P7 7-^) -N - 

Tj/r-jk- 2 — f > - 2 - hfu 2>^Jk#*V$ F<P«g 



15 
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mmm 1 5 oo^nt 3, 6-^^pp-2-tfu^>A^> 

y-;p&tf3 -^;i/*7°h- l , 2, 4 - hj 7*/-^&jbv>t, sjs 

5 S VmmtZ 

1 HNMR (CDCI3) 5:3. 95 (3H, s), 7 . 01-7. 0 
6 (3H, m), 7. 23-7. 32 ( 3 H, m), 7. 47 (1H, d, 
J = 4 . 0Hz), 8. 32 (1H, s) 
ESI-MS (m/e):461 [M + H] 



3- [4- (1, l-y/^-l-bh'P^->^^) -7i-H 
JV7 7-^] - 6- (4H- [1, 2, 4] h'J7 < /-Jl/-3--fJk- 

xj^7-^) -N- (^TV-)i - 2 --i )V) - 2 - bf u ^>;ft;p# 

15 mmm 1 5 1 <d 3, 6-s?*nD-2-t:ys>>;&;w#> 

2-75;-f7y-Jk 4- (1, 
5/* 5^10 -ft7i7-JI/Ri;3 -*;U#7°h- 1 , 2, 4 - h 'J 7 




2 7 0 
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1 HNMR (CDC 1 3 ) 6:1. 63 ( 6 H, s ), 6. 99-7. 0 
3 (2H, m), 7. 18 ( 1 H, d , J = 8. 4Hz), 7. 39 (1 
H, d, J = 3. 6Hz), 7. 51 (2H, d, J=8. 4Hz), 7. 
58 (2H, d, J=8. 4Hz), 8. 30 (1H, s) 
5 E S I - MS (m/e) : 4 7 1 [M + H] + 

mmm 1 5 2 



3 - ( 3 , 4 -^7J^D-7i^VX^7 7_^Jkl ~ 6 - (4 H - [ 1 , 

2, 4] h'jy;-;i/-3--fjKji/77-^) -N- 
10 1H- [1, 2] - IfTj/niLz 3 zJlik) - 2 - tf u g_xftjMlgj; 

1 5 2 ©ffc£*tt, 3, 6 -v>£ d □- 2 - tf U 
3-7$;-l-^f^-lH- [1, 2] tf7^-;P, 3, 4- 
y7^tP-ft7i;-j^^3-^i^7°h-l, 2, 4 - h U 7 

is »/-^*fflv»T, ftjfi« i tB*o*tt, z.ti\zmvrzjimx\tztit> 

1 HNMR (CDC1 3 ) 5:3. 84 (3H, s ), 6. 82 (1H, 
d, J=2. 0Hz), 6. 94 (1H, d, J = 8. 8Hz), 7. 1 
5 (1H, d, J = 8 . 8 Hz), 7. 20-7. 41 ( 4 H, m), 8. 
20 3 3 ( 1 H, s ) 

E S I - M S (m/ e): 44 6 [M + H] + 

mmm 1 5 3 
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3-(3, 5 -i?7 )\<*U- 7 x.=.)VX)V7 7-)V) - 6 - (4 H- [ 1 , 

2, 4] MJ TVniLz 3 --r ;i/XJi/7 7^) -n- (i-;t^- 

1H- [1, 2] - e^/-Jl/- 3 )±} - 2 - gjj £>fljMl£g 
5 ^ FOIiSE 

MigM 1 5 3 ©{b^tl«> 3, 6-v^OD-2-h°U v>^;U^> 

i?, 3-75/-i-^f;v-iH- [1, 2] 3, 5- 

1 HNMR (CD C 1 3 ) 5:3. 81 (3H, s), 6. 81 (1H, 
d, J = 2. 8Hz), 6. 83-6. 90 (lH,m), 7. 04-7. 
06 ( 2 H, m), 7. 16 (1H, d, J = 8 . 8Hz), 7. 27 (1 
H, d , 3 = 2. 8Hz), 8. 27 (1H, s) 
15 ESI-MS (m/e):446 [M + H] + 

mmm 1 5 4 




3 - ( 1 - ;* ±JV - 2 - V - 2, 3-ykFD-lH--f>F-Jl/ 
-5-^J^^7 7-;M - 6- (4H- [1, 2, 4] f'J7'/-^ 

2 7 2 



WO 2004/081001 PCT/JP2004/001568 

-3--fJl/XJl/7 7^) — N — (l-/fJl/-lH- [1, 2] -h° 
y^-)V- 3 --f;i/) - 2 - bf U ^>^;i//K^r»$ FOPS! 
MMJ 1 5 4 ©'fb'&tl^ 3, 6 -VfUU- 2 - tf VV>il)Vi£> 

Wt, 3 -75 y - i i h- [i, 2] tf?y-JK 5-^;p 

5 #7h- 1 - 1 , 3-ykFD--f>F-JH2-t>W3 

-^j^7b-i, 2, 4 - h u jy-^^^t, i tmmo 
Jim, zn\zmcrcjjmx\zznt> t%mt*®.fr£t)ik% z.t\z & d 

1 HNMR (CDC1 3 ) 5:3. 15 (3H, s), 3. 48 (2H, 
10 s), 3. 76 (3H, s), 6. 75 (1H, d , J=2. 4Hz), 6. 
83 (1H, d, J = 8. 0Hz), 6. 88 (1H, d, J = 8. 8H 
z), 7. 02 (1H, d, J=8. 8Hz), 7. 23 (1H, d, J 
= 2. 4Hz), 7. 31 (1H, d, J = l. 6Hz), 7. 41 (1 
H, dd, J=8. 0, 1. 6Hz), 8. 22 (1H, s) 
15 E S I - M S (m/ e):479 [M + H] + 

mmm 155 




3 - (6 — ^J- )\> - M x ) i> y — 3 7-)l) - 6 - (4 H - [ 1 , 

2, 4] h U 3 -4 )IX)V7 7=.)V) -N- ([1, 2, 4] 

20 H 1) 7 1/ □ tf U ^ >- 2 - 2 - bf U v>^;i/^^U-$ HOslM 

§£jg0ij 1 5 5 <2{l;£#ltt> 3, 6 -5?* o □- 2 - tfU ^>*;p3j?> 
Wt, 2-75 7- [1, 2, 4] hU7V f atf'Jv>, 3 - * # 7° b 
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& t * u & t> & z> z t \z ct o m m. t z> d t afi t * s o 

1 HNMR (CDC 1 3 ) 6:2. 58 (3H, s), 6. 93 (1H, 
5 d, J=8. 8Hz), 7. 01 ( 1 H, t, J = 6. 4 Hz), 7. 1 
6 (1H, d, J = 8. 8Hz), 7. 2 4 ( 1 H, d, J = 8 . 0Hz), 
7. 51-7. 60 ( 2 H, m), 7. 73 ( 1 H, d d , J=8. 0, 
2. 4 Hz), 8. 32 ( 1 H , s ) , 8. 53 (1H, s), 8. 60 (1 
H, d, J = 6 . 4H z ) 
10 E S I - M S (m/ e): 4 6 2 [M + H] + 

m&m 15 6 - 



3 - (4 - X h^y/fJ^-7i-J^^7 7-JP)-6-(4H-[l, 

2, 4] m7y'-;i/-3-^j^;V7 7-iV) -n- a-t^jv- 

15 1H- [1, 2 3 - M ?V-)V- 3 zJljk) - 2 - e U 2>^jMj±» 

$ !iMi 

Mi&0iJ 1 5 6 ©{b^%tt, 3, 6-v^PD-2-tfU P>%)Vtf> 

3-75;-i-^f;i/-iH- [i, 23 e ^ 4-ih 
*->^?^-?t7iy-;^i;3 -*;i^7° h- 1 , 2, 4-mjt 

- 1 HNMR (CDClg) 6:1. 28 (3H, t, J = 6. 8Hz), 
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3. 60 (2H, q, J = 6. 8Hz), 3. 83 ( 3 H , s), 4. 5 
4 (2H, s), 6. 85 (1H, d, J = 2. 0Hz), 6. 98 <1 
H, d, J = 8. 8Hz), 7. 10 ( 1 H, d , J = 8. 8Hz), 7. 
26 (1H, d, J = 2 . 0Hz), 7. 41 ( 2 H , d, J = 8. OH 
5 z), 7. 51 (2H, d, J = 8. 0Hz), 8. 31 ( 1 H, s) 
E S I - MS (m/e) : 4 ,6 8 [M + H] + 
1 5 7 



3- (6-:fr*y-l, 6-^bh'D-lf)Jy>-3-f;M^77i 
10 2k> - 6- (4H- [1. 2, 4] m7V-JH3-fJ^;V7 7- 
;iO -N- [1, 2] - \Lz> 3 --QV) 

- 2 - bf U 2>^iMj±±^ HMi 

S£j£#I 15 7 3 , 6 - W O O- 2 - fcf U ^>*;Psi5>», 

3-75;-l-^f;i/-lH- [1, 2] K7!/-^, 3-^;u^^ 
15 h- 6 fc!y5?>;fttf3 -*)V%7b- 1 , 2, 4 - h 'J 7 

1 HNMR (C D C 1 3 ) 5:3. 8 6 (3H, s), 6. 63 (1H, 
d, J=9. 3Hz), 6. 85 (1H, d, J=2. 1Hz), 7. 2 
20 1 (1H, d, J = 9 . 0Hz), 7. 27 ( 1 H, d, J = 9 . 0Hz), 
7. 33 ( 1 H, m), 7. 45 (1H, brd, J = 9 . 3Hz), 7. 
58 (1H, d, J = 2. 1Hz), 8. 35 ( 1 H, s) • 




2 7 5 
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E S I - M S (m/ e): 4 2 7 [M + H] + 

mmm 1 5 8 




- ( 6 h^y- tf U v>- 3 zj± )V7,)\>7 r-)V) - 6 - (4H- 
5 CI, 2, 4] h U 7 7-^ - 3 -<;P7,;i/7 ynjlO — N — (1H- 
[1, 2] - M 7 3 -<;!/) - 2 - b° U z?>%)V V 0) 

mm 

1 5 8©mh 3,6-^^0-2 -tru^>*;p^>», 

3-75/-l-/f^-lH- [1, 2] tf^v-;p, 3-^;p^^ 

10 h- 6 h*^- tTU Vy&.TS3 -*)V-fy-7 Y- 1 , 2, 4 - h 'J 7 

1 HNMR (CDC 1 3 ) 6:4. 00 (3H, s), 6. 84-6. 9 
4 (2H, m), 7. 02 (1H, d, J = 9. 0Hz), 7. 22 (1 
15 H, d , J = 9. 0Hz), 7. 52 ( 1 H, m), 7. 70 ( 1 H, m), 
8. 31-8. 40(2 H, m) 
E S I - M S (m/ e): 4 2 7 [M + H] + 
M0iJ 1 5 9 
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3 - (4 - fc FD^yl^t^->-7x-Jl/XJ^77^^) - 6 - (4 
-*?)V- 4 H - [1, 2, 43 h'J7 > /-^-3--f J^J|/7 7^;H 

-n- (i-/^-ih- [l, 2] - tr^y-;i/- 3 -^)V) -2 
& ft til i 5 9 (Dit 3 , 6 - W DO- 2 - tru ^>#;i^>i?, 

3-757-1 1 H- [1, 2] tf^/-;K 4-kFD + 

^x^;t*:/-^:t7x/-;i/M3 1 , 2 , 4-h 

10 n^t$Si^a»^fot§ £ «t K:«fc DSjiTS £ 

1 HNMR (CDC 1 3 ) (5:3. 73 (3H, s),3. 85 (3H, 
s), 4. 00 (2H, m) , 4. 13 (2H, m), 6. 87 (1H, 
d, J = 2. 1Hz), 6. 95-7. 06 ( 3 H, ra), 7. 24-7. 
31 (2H,m), 7. 46 ( 2 H, d, J = 8 . 7Hz), 8. 41 (1 

15 H, s) 

E S I - M S (m/ e): 484 [M + H] + 

1 - 6 t bTtEfcf So 




1 " " 

20 5 -/h^r'>/f;|/-3-^J^7°h-l, 2, 4 - N U 7 ;i/ CD jj 



2 7 7 
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& 

^^--fe^ tUVrt? H 2. 09g (0. 0230mol) ©lf»J5>>»tt 
(15ml) (:^h^y7t?J^D7^ h'2. 82g (0. 0 2 3 m 

0 i ) zmTL^ur-mteMftLtco Kmmm^mmh. j-)v a 

5 0ml),25ii%©th 1 J>)A/h^v' F©/^;-J«I(8m 1 ) 
&m 1 . Og (M3 3%) £f#fc 0 

1 HNMR (DMSO) «5:3. 24 (3H, s), 4. 29 (2H, s) 
10 E S I - MS (m/e) : 1 4 6 [M + H] + 

##0J 2 




2-7$ y-4-/ h^^^^)V^yv-)V(pmm 

D D 7"fe h > 1 3 . 4g (106 mm o 1 ) © b + ->x^ 
15 U (120ml) 1/7 8 . 0 6 g (1 0 6mmo 1 ) 

( 2 0 0 m 1 ) R.^JS^T ^i/fy k 15. 1 g ( 1 2 5mmo 1 ) 

- (itXf JP) R^^\^r-ti->-K^X^;K3!)g^^^ (4:1) fc«fc 
Z>faMiif?mm?Z>ZtlZ& ii{b^fe6. 5 9 g (JR$S: 4 3%) 

1 HNMR (CDC 1 3 ) (5:3. 44 (3H, s), 4. 34 (2H, 
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s ), 6 . 4 5 ( 1 H, s ) 

E S I - MS (m/ e): 145 [M + H] + 

###J 3 




5 4 -7±^)l~ 2 - 7$ 7 ^7 l/~JKZ)l)gM 

2 - ( t e r t -y^^t^i/AJl/^-Jl/T^ 7) - 4 - * ;|/ # ^ $/ 
7V — )V 1 . 3 0 g ( 5 . 1 4 mm o 1 ) ©N, N — ^ A 7 

5 (30ml) fcN, O-Vt^JVt h*D^i/75>Ml6 6 

0 m g ( 6 . 7 7 mm ol), h U X^;P7 5 > 1 . 40ml (9. 96 
10 mmol), N- b + h U 7*/-;P*ft» 1 . lOg (8. 

1 4mmo 1 ) Rtf 1 - (3 - ^;P7 5 / 7D t?;iO -3-JL^)l> 
tDVftV-l 5 Ktl^lg 1 . 6 0 g ( 8 . 3 5mmo 1 ) *0^cHlAfc^> 

15 U 75H#1._ 3 5g (JR$ : 91%) ^IftttidilTf fc. 

■ifetft6nfc75 F* 9 2 0mg (3. 20 mm o 1) Ofh^tFD 
7 7 >*M (4 0ml) * - 7 8 UK ML, 'Jf ^A-yl? 

JH-fiVilil 8. 0ml (18. 0mmol)£JnA> 7 nmm,W 

20 Lfc. ^^e^7KT^#ft> 7t5 : ;^ 6 6 6 mg (JR 

* : 8 6%) SMfttbT^. 

ftlzn titer )lfo<D 2 a nft)i&m$. domi) iih'J y )ljr 

□ #»5m 1 £1da> i l tc. Rfomzmmv, mm 
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K&TKslS^HJtfATfcSttT + fDUagULTSSft^fcl 4 9mg(JR 
* : 5 9%) £Sfi@ft<hLT#fco 

1 HNMR (CDC 1 3 ) 6:2. 48 (3H, s), 7. 35 (1H, 

s) 

5 E S I - MS (m/e) : 14 3 [M + H] + 



4 - * ?J^t7i 5 . 0 g (36 mm ol) D D/ft^AJg 

$ (15 0ml) fc, 3 5 % jimfl:7kiSt7]< 18ml &Zfi*?)V 

h^^yiz-^AHOmg (0. 72mmol) £2HA&&, 

io -C3 0#jf#U£o £)««frT> >*ln%.* 

^71/^5. 0 g (» : 81%) SfifiB#tbT#fc. 

#e>nfc4-^5 1 ;ux;i/^-;i'7xy-;i/5. o g (2 9mmo 1 ) © 

15 N, N-^^>;V^J^7 5HISjg (10 0ml) fc, 1, 4-^7^ 
tfv-^D [2. 2. 2 ] > 6 . 5g ( 58 mmo i ) •SlUV^J- 

)V^^fs)Vn^z^ )V2 □ F 5 . 4g (4 4mmol) *iJU*.fcfc» 

- h 4. 8 g (JR$ : 6 3%) *&61fttbT#&. 
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4 z^^Jk2Jk^Jk^>^Jk±±rzJk£2MM 

4-^Wt7i;- ( )l/5. Og (36mmol) 0)2unft)V& 
m& (15 0ml) \z, 5k&T> 3 5 18ml 
^h'Jt+VI/-^A18 0rag (0. 7 2mmol) &Mx.tz'&. g 

rjl/7x;-JP5. 0 g (Mm : 8 1%) *Sfea#:t UT#fc<, 

10 - h 4. 8 g ( 1 8mmo 1 ) ft 1 8 "0 «T 1 0 Ht^lt^ U gffifcg 
^^/-JH OmlSjM^fc. ^©S/ftiM^ 2 N-7j<SKb:>- 

h u ^azrm domi) zm?L. 8mm 3 o#»>MLfc. s/fc 

15 A^Q7h^77^ - (A*-tj-> : ffllfjN 2 : 1 - £DD*JUA : 
^^^=10 : 1 ) t«t DfflflSU *0ft;£4fe3. 6 g (iR* : 1 

00%) ^afei#iitiifc„ 

1 HNMR (CDC1 3 ) 6:3. 04 (3H, s), 3. 69 (1H, 
s), 7. 63 (2H, d, J = 7. 6Hz), 7. 87 (2H, d, J 
20 = 7 . 6 H z ) 



S 




I 
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4 -¥*3-)Vjj)Vn : £-( >?-*~-)l<DMU 
4 - *?)l?-*$:&mWL 1 . 3 0 g ( 5 . 1 4mmo 1 ) 0ff7tH 
077>M(5 0ml) C7J;P^-;i/v< 5 ¥V~)V1 . 5 0 g (6. 
7 7 mm o 1 ) Rtf^/?^7$>©f h O k F P 7 7 >?#}&4 . 7 0 
5 ml (8. 3 5 mm ol) £ M^kMplTc^, ifiT 2 Bf P^Jtft bfc, 
jKJSJMtcimxer^SrJjP;^ INiMzRiM, TkRtft&fp&j&TktM 
Tifc&bfco «S£, ESL iib, I4tt©7$Hft9 6 0mg 

ft£t#6ftfc75 H#:©i7 D u-fcfy&mffi. (5 0ml) k: 3 - £ n DS 
10 ^Itl9 8 0mg (4. 9 0mmol) £^MTt$ o < D iP;L 1 B# 

w l m , it* x ^ ;p -r a tB b , mm m £ ?k r urna l rc 0 

f£*g, ft fit U ft^tlOTJl/**^ F# 9 1 OmglldMilTt 

15 $tt:if>nfcXJ^ + yH#©^DD*JPAiI (2 0ml) t2, 6 
-;i^v> 1 . 5 6ml (13. 4mmo 1 ) ~%.Z$h U 7 )l*uWMM 
7K%1. 8 0ml (12. 9 mmo 1 ) £M&3JPtL, 1ST 1 P#M# 

i £jp;t 3 oftmmftvtco Kfommzmmv, n^tifcMc^i? 

T&#Lfco W$S!£, Mb, gjSte£#J4 8 7 mg (J« : 

1 HNMR (CDC1 3 ) 5:3. 03 (3H, s), 3. 14 (3H, 
25 s), 7. 22-7. 38 (3H, m), 7. 46-7. 52 (1H, m) 
E S I - M S (m/ e): 182 [M + H] + 
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6 




I 

4-3-h'7x;-Jl/3. OOg (13. 6mmol) ON, N->>;* 
5 fJ^^A7$Hi$ (7 0ml) \Z. * =?)V7 5 7 I^J^ O 

KStt2. 40g (17. lmmol) RCT* U^A 5. 8 3 g 
(4 2. 2mmo 1 ) SJg&Un*., 7 0ST1 5^i#bfc. RJfrS 

10 ^77 (^pp*;PA : ^^y-;u= 30:1) THIHf %>Z.t\Z 
£D> 3- h'li*8 4 Omg (iR¥ : 2 1%) S»««StlTHfc. 
SfcfcfcSnfca- Kg£## 3 1 7mg (1 . 0 8 mm o 1 ) <D 2 -7°P 
/V-J^« (8ml) l;ifl/>yij3-JH 2 0 w 1 (2. 15m 
mo 1 h M#Ur7A3 0 5 mg (2. 2 lmmo 1 ), 4-;* h^-> 

15 -7^77-hM>ft-JH5 0/tl (1. 08mrao 1) 

VikM2 Omg (0. 10 5mmo 1 ) Sffr?&£4 0 1$ £D 

i&7i<-e#@eL£„ MJiTfca^UTf#e>nfc^^^M2 

9 8m g \Z. 7~V-)\, ( 1 8 0 u 1 ) Rtf b U7MDt* (1. 5 
20 ml) ^JlS^^SP^fc^, 7 OgT*2l$fS3it#L;fco 



2 8 3 



WO 2004/081001 



PCT/JP2004/001568 



E S I - MS (m/e) : 19 8 [M + H] + 

(i) T^$n§*^B^(c^§irM2 - e u v>%')v#*D-3i fh 



2 8 4 
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tt t ® IS H 



l . £ ( I ) 




(I) 

20 jwt^e-f *^/tt'f^75/i, ^;i/A ,; E-r ;u^^->*> 
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^>JEI^> bh'D^yl, C 2 - C 6 7 )Vts J ^ )Vm. N 

-C2-C67;^;-f;i/7$;i, c 1 - c 6 7)i*jv^*Ms n- 

Cl-C67^ + J^Jl/77t-fJH ) N , N-^-C 1 -C 67;!/* 
)V7,)^y T'E-i JVM, C1-C6 7J^;|/XJ1/7^JH, C1-C6 
7)l*)lX)l*-)Vm, N- C 1 - C 6 7J^J^J^^175 71, 
C 1 - C 6 7)Vmr>>ti)V$-)\,m. N-C 1 - 6 7)V*)17$. J 36$. 
tfN, N-y-Cl-C 6 7J^JV75 / Sfr^&SpJ; Djg&£ft3 
S&R 1 ±fc 1 XttEMUTtATfcJ;^), DtiOXtiS^iU R 2 

n*zsm, ADy>g^^^b, ^ (i i) 



[ft 1] 




(II) 



«2fliWLT^T : bcJ:V^ 5 TbM 7 ^(D- r \y L U7 l J — jUXIi, 611 
OM07U-^§^1, ^ (I I I) 



[ft 2] 




(IN) 
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2. D^St*5l^ 1 iB^Oib^^J. 

3. r 2 risk 3 ffi. &\z&mm z ?i?$>z>m#m i x\$ 2 ©urn^*;: 
10 fam<z>{t£#io 

15 1*3 1 X« 2i@WtTViT : bci;V^ 7i^JH, < -f 
5^7U;US, ^^itVU^S, ?7^7!/U ^x-;i.S> hU 

20 5. X 1 fijfcjg^, 55tHH^, Kfcg^ -CH 2 -N-CH 
2 -S-CH 2 -< — O — C H 2 - , -GH 2 -N-, - CH 2 - 

25 T*J>&< <h 1 flttS, 5f l/<tt6l©AT07'J -JUt^^*, 
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vtc 9 x\t i oi©Afo7'j -)i&T*&z>m#m i 75 s 5 o^-rti^ 

7. R 1 ifi. 6J511 0I©7'J-JVS« 57!?Ml 0S©AfD7U - 
)V&X\tmm$k3 7i5 7 0'>^D7WSt*5tt^ 1 6 OV> 

8. R 1 0fi©7'J-;HX«5^Sl 0MOArn7'J 

10 io. r 1 ^, 5 73,5 1 0IOAJD7 «j -frmn&zm-skm 1 7?>S6 
© ^ f n ^ fc ie m <d it & m . 

15 V>Tt>«fcVO T*£»3fcJ3i9 Xtt 1 0 CEtoft^*. 

12. Bl^i, f7 , /'JM, -f5^yj;H6, 'fVf7!/U^l, ^ 

tf^v-;i,s> trusts, t o 'j^v-;pa, tr^/u^as* bf u 5 v 
20 m i i ovi-rn^Mcffiifeo^^tio 

FP + y7;^JH, 7$; 7^+JHXtt7J^ / ;U«T$>3|f^ 

m i t&s i o (D^irnfriz mm<Dit^^} e 

14. R 1 tKHICT, tFD^y7MJH, 
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r\U?>m?* C2-C67J^;^M, N-C2-C67M/^ 
^75;S, C 1 - C 6 7 )V^)V7,)Vts=-)VM, C 1 - C 6 7)V*)V7 

5;ixii75; 7)v*)vmr&z>mj£m 9 tsm 1 2 ©^^n^^iBm 

5. 15. buIBiS (I) 



3- (4-^h^y-7i^HJl/77-^) -6 - (4H- [1, 

2, 4] h u 7v*-;u- 3 --ow — n — (?7y-;v-2-< , w - 

10 3- (4-7^0-71-^77^) -6- (4-*^;i/-4 

h- [l, 2, 4] h u t v*-;i/- 3 --f Jl/-X;W7 -N- (4 
-^^-f7y-Jl/- 2 -*r;W - 2 - tf U v>#;t/tf;*-tf-^ H\ 

3- (4-7KD-7i-HJI'77-^) -6- (4H- [1, 
2, 4] h'J7 , /-;V-3-^JV-7v^77-il') — N — (4-*^)l 
15 -f7 , ;-Jl'- 2 -<1)V) - 2 - tf U v>*;i/#^-^5 h\ 

3- (4-7WU-7XZJI/XA77-W -6- (l-t^fr-^ 
3 y "/-)]/- 2 -1 )V- 7,)V7 7 -)l>) -N- (4- tffr-J-TV — 

3- (4-7Jl/tD-7x-KJl'7 7-;i') -6- (l-^^)V- 
20 1 H-t- h ? 5 --f )V-7>)Vy 7 -)V) — N — (4-*^Jl/- 

^7V-;U- 2 --010 - 2 - M U 5?>*;i/Ji? + -tJ-S h\ 
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3- {l/tt D^i/JUTJl/? t-)V) -6- (4H- [1, 2, 4] 
h U 7V-)V- 3 --f )V-7,)V7 7~)V) - N — ( 4 - ;* 3=JP- ^7 1/ 

2 --OW - 2 -tf u ^>#;i/#*i^ h\ 

3 - (4-7Jl/tD-7iZJl/7J1.7 7-^) - 6 - (4 H- [ 1 , 2, 
5 4] bV7V-)l- 3 )V- Z)Vy 7~)V) -N- (^7^-;U-2 
--r;w) - 2 - fcfU 5? 5 b\ 

3- (f77-JV-2-^Jl/-X^7 7^;V) -6- (4H- [1, 

2, 4] - h y 7 V— 3 --f ;p) — n - (4 -^^;u-^7\/-;V' 

— 2 — r ^U) - 2 -tf'J ^>*;U#^Flf5 

10 3- (2-7J^D-7xZJ1/X^77ZJP) -6- (4H- [1, 
2, 4] -h'J77-;i/-3-<^-7sJl/77-;i') -N- (?7 7- 

;p-2--r;v) - 2 - eu v>^;i/^++f-a f> 

3-7X-J1/XJ1/77-J1/-6- (4H- [1, 2, 4] - b U 7 V 
-^-3-f^-X^77-W -N- (fjy-JI/- 2 ->f ;U) -2 

15 - try K, 

3- (4-7WD-7i-W-» -6- (4H- [1, 2, 4] 
hU77-;P-3-^Jl/-XJl/7 7-^) -N- (5"7\/-;i/- 2 --r 

;iO - 2 - try > f >*;u^^*5 b\ 

3- (4-/ h^y-7x-;Mf;VXJV77-JH - 6- (4-* 
20 f;i/-4H- [1, 2, 4] h'J7y-;P-3-f^-X^77-M 
-N- (5F71/-JI/- 2 - 2 - t? U ^>^;P^^+h5 h\ 
3- (3 -7;PtD-7i^;P77-W -6- (4H- [1, 

2, 4] h'J7 , ;-;i/-3-<;v-7>;k7 7-W -n- (f77-^ 

— 2 — T JU) - 2 - tf U z?>%)ltf*1r a h\ 

25 3 - ( 2 , 4 -i?7MD-7x-^^7 7-;i/) - 6 - ( 4 H- [ 1 , 
2, 4] h'J7y-il'-3-^Jl/-XJl/7 7-^) — N — (5P7\/-;U 
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-2-^)1) - 2 - tf u v>tuits*im h\ 

3- (4-7Wd-7i-HJ^7^) -6- (5-*^- 
4H- [1, 2, 4] h U 7 7-;V- 3 --f ;P-7JU7 — N — 

(^7 7-;u- 2 ->r ;w - 2 - tf u v>*;i/^^-y-$ h\ 

5 3- (4-^>7/-7i-^^7 7^) -6- (4H- [1, 2, 
4] h U jy-JP- 3 JU-X;W7 7-;P) — N — (^7^-2 

--r;u) - 2 - tru v>*;i/^^u-s h\ 

3 - (tf »J 5?>- 4 -^^-^^7 7-^) - 6 - (4H - [1, 2, 
4] h>J7y-Jl/-3-'f^-X^7 7->ll') -N- (f77-^-2 
10 --r;i/) - 2 - tf U ^>#;i/#*ir$ H, 

3- (4-7Jl/tD-7x-JU;i/77-;i') -6- (4H- [1, 
2, 4] h ij 7y-;W- 3 —f;i/-XJl/77-;i/)-N- (f77D [ 5 , 
4-b] tf U V>- 2 - 2 - tf u ^>^j;p^^-y-5 h\ 

3- (4-^h4'>-7xrjVXJl/77-^) -6- (4H- [1, 
15 2, 4] h'J7y-Jk-3-'fJl/-7^7 7-il') -N- (4-*h* 
v^^-^T V*-;i/- 2-^ )V) - 2 - tf U ^>#;]/#*1r$ H , 
3- (4-7t^-7HJ^JP77-Jl') -6- (4H- [1, 

2, 4] h u 3 --r;u-x;U7 -n- 

20 3 — (ft7i>-2- / fJl'-XJl'7 r ~ ;p) — 6 — (4H— [ 1 , 2, 

4] h u 7i/-;i/- 3 --r;i/-x;U7 7-;w) - n - (^tv*-^- 2 
- 2 - tf »j 5? h\ 

3 - ( 4 - ^ h^y/5 : ;i'-7x-J|/XJl/77^W- 6 - (4H-[ 1 , 
2, 4] h'J7 l /-;P-3-^^-X;i/7 7-Jl') — N— (f7 l /-JI/- 

25 2 - 2 - tf u v>^;p^^+i-$ b\ 

3- (4-7JPtD-7xZKJl/77-W -6- ( 5 - ^ 9 1 ^ - 
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4H- [1, 2, 4] hVTV-)V- Z - j )\>-7,)V7 y~)V) — N - 
(^7 7n [5, 4-b] tf U 2 - 2 - t: U v>#;i^ 

3- (4-/fJl,-7ir;^;V77-JV) -6- (4H- [1, 2, 
5 4] h'J7 l /-Jl/-3-^^-X^77-jl/) — N — (4-*h^v* 

^-fyy-jp- 2 ->f - 2 -tf u ^>#;^*ir5 b\ 

3 - (4 -^DD-7i^X^7 7-^) - 6- (4H - [1, 2, 
4] h'J7 7-;V-3-^^-XJl'7 7-Jl') — N — U-^h^rv'* 
^)V-^T"/-)V- 2--i )V) - 2 - tf U v>>#;i/#*1r=- h\ 
10 3 - (4-7Jl/ta-7x-JkX^77-Jl') - 6 - (3 H - [ 1 , 2, 
3] h'J7 1 /-JV-4-f^-XJl'7 7-^) - N — (^7\/-;i/-2 

--r;i/) - 2 - tf'j ^>#;i/#*ir $ b\ 

3- (4-^fJ^J^-Jl'-7iZJl'X;i'7 7^JP) -6- (4H- 
[1, 2, 4] h 'J TV-)V- 3 --fJl/-XJV77ZM — N — (;F7 
15 2 )V) - 2 - tfU ^>^J^^^+i-5 h\ 

3- (4-^f^y-7x-J^^77-M - 6- (4H- [1, 
2, 4] b U 7 3 --()V-7.)V7 t~)V) -N- (5-th'D 

^v^5 1 ;P-^7l/-;U- 2-^)1) — 2 — fcf U > ? >^^^^1t5 b\ 
3- (4-7JktD-7i-Jl/X*77-M -6- ( 5 - * b * 
20 ^fJl/-4H- [1, 2, 4] b U 7V-)V~ 3 - ^ ^ - X ^ 7 7-jI/) 
-N- (f7y-;K2-^W - 2 - fcf U zsyjlfrtslrV^ b\ 
3- (6 -*^;i/-fcfU>>>- 3 ->f Jl/-XjV7 7->IP) -6- (4 

h - [ i, 2, 4] b V7*/-)V - 3 --r;i/-x;u7 7-;p) -n- 
TV-JV- 2 - 2 - try ^>#;i/^ir=- K, 

25 3 - (4 -V )Vn^^ )V-y x.~)V7,)V7 7—)V) - 6 - (4 

h - [ i , 2, 4] b U7 7-;i/- 3 --r;i/-x;U7 7-;i.) -n- (5P 
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7V-)V- 2 --i )V) - 2 -tf U v>>#;i/#*U-$ b\ 

3- (4-h'J7;^a^5 1 Jl/-7xZ;|/XJl/77^^) - 6 - (4 
H - C 1 , 2 , 4] b U TV-fr- 3 -^Jl/-XJl/77-;W — N — (5 1 

7»/-;p- 2 --r ;u) - 2 -tf u >>>;*j;i/#*ir$ b\ 

5 3- (4 - tJ-JVtDl^^-l fr-y x.-)IX)17 T-)V) -6- (4H 
- [1, 2, 4] hV7V-)V- 3 )V-X)ly r-)V) — N — (5P 
7!/-^- 2 - 2 - tf U >>>#;i/#*1r5 b\ 

3- (tHD + i/IfJP^->-7iZJ|/XJI/7 7-W - 6- (4 
H- [1, 2, 4] b U 3 7-*) — N — (3 1 

10 7 S J-)V- 2 --f ;P) - 2 - tf U 5?>5t7;P#^U-$ b\ 

3- (4-* h^rv- 7x~;i/X;U7 T -6- (4H- [1, 

2, 4] b u TV-)V- 3 --f 7-;i/) -n- 

^75 ;^?;i/-f7y-^- 2 - -r ;u) - 2 - tf u ? 
b\ 

15 3- (4-^^5 1 Jl'75yi5 1 JI/t + y-7i-;PX^7 7-^) - 
6- (4H- [1, 2, 4] h'J7y-Jl/-3-fJH7Jl/77-^) 
-N- (f7 1 /-^-2-<^) - 2 -If y 5?>#;i^*ir5 b\ 
3- (4-tFn + ->I^-7ilH^77-W -6 - (4H- 
[1, 2, 4] h>J7!/-;H3--f^-XJV7 7=JV) — N — (5P7 

20 2 --r;w) - 2 - tf u ^>#;i//tf*ir$ b\ 

3- (4 - t^ji^ji? r^-t )V-y 3i=L)ix)iy 7-)D -6- (4 

H- [1, 2, 4] h'J77-Jl/-3--f;i/-7^7 7-^) - N- (5 1 

7i/-;i/- 2 --r )V) - 2 - tf ij v>#;i^*it$ b\ 

3 - (4 -y^fil/*J^ ; E'fJl/-7x-j^Jl/7 7-;i') - 6 - (4 
25 H- [1, 2, 4] b V 7l/-;U- 3 --<;i/-X;W7 7-)V) -N- 
y^+h^-;U- 3 -<i )l) - 2 - tf U U- 5 b\ 
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3-'(4-hFn4 1 '>-'>^aA^v'j^;V77-^) -6- (4H 

- [i, 2, 4] h u ry-jp - 3 --r ji/-x;i/77 -n- (?=• 
T7-;i/- 2 - - 2 - t! u s?>*;i^#**$ b\ 

3- (4-7JWD-7i^;UJl'77^) -6- (4H- [1, 
5 2, 4] h'J7 1 /-il'-3-^JV-X^77-^) -N- (tf>J^*v> 

3- (tf 7>?>- 2 — Y 7-;u) - 6- (4H- [i, 2, 

4] h'J7y-JP-3-f^-X^77-JH — N — (5P7\/-;i/-2 
-<Jl/) - 2 - tf U 5? >;&;P h\ 

10 3- ( 6 tru vy- 3 --r;w-x;W7 7 - 6- (4H 

- [1, 2, 4] h U 7V—)],- 3 --r;u-7.;P7 7-JlO -N- (tf 

55?>- 2 -^r ;io - 2 - tf <j h\ 

3- ( 6 tf U 3 )V-X)Vy 7-)V) -6- (4 

H- [ 1 , 2 , 4] h V7V-)V- 3 --f )V-7s)Vy 7ZL)V) — N — ( 4 
15 -*?)V-?7*/-)V- 2 -^)V) - 2 - tf U i?>jJ)l-#*-*f=i h\ 

3 - [4 - (1 - b> , n^'>IfJV-7i-MJl'77-iP)] - 6 - 
(4H- [1, 2, 4] h U 7^-^- 3 -4)\,-X)V7 7-)V) -N 

- (f7y-JI/-2-^W - 2 - t!'J v>#;U7j^U-=i h\ 

3- (6 tf u 3 --r;i/-x;U7 r-)V) -6- (4 

20 H — [ 1 , 2, 4] h'J 7V—)V - 3 - >f ;i/ - 7. )V7 7 — N — ( 2 

-^f;i/-?77-;k- 4 ;u) - 2 - tf u )i#**r$ k , 

3 - (4 - y^^WM ,; E'f^-7i-JW^77^Jl') - 6 - (4 

h - [i, 2, 4] h u 7V-)V- 3 --r;i/-7;i/7 7-;i/) -n - (2 
-^^-f7!/-Ji/- 4 --r;i/) - 2 — tf u v>^^^^^5 h\ 

25 3 - ( 6 -j*^- tf U v>- 3 - < ;i/ - 7s ;W 7 7-^) - 6- (4 
H- [1, 2, 4] hU7 , /-^-3-^Jl/-7Jl/7 7-il') -N- (4 
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h + y^?f-5 : 77-^- 2 )V) - 2 - tf 'Jy>*M + U- 

3- (l-^?Jl/-lH-fh7»/-Jl/-5-^J|/-7JI/77-JI') - 
6 - (4H- [1, 2, 4] h U 7^/-;l/- 3 --(Jl-Z)l7 7 -fl,) 
5 — N — {^7^-)V- 2--i )V) - 2 - tf U h\ 

3- (4-kFo^ylW4 : y-7i-JM*77^) -6- 

(4H- [i, 2, 4] h u 7V-)i- 3 --r;u-x;V7 -n 

3- (4-^^^J|/75/I5 i ;i/t*y-7inj|/X^7 7^Jl/) -6 
10 - (4H- [1, 2, 4] h U 7V*-^- 3 - ^ )V - ^ )Vy j ~ )V) - 

n- « v*w-)v- 3 --r ;p) - 2 - tfu v ? >*;p^^ij-$ h, 

3- (4-7MD-7iZHJk77-W - 6-7i7^y-N 
- (4-^fj|/-5 : 7 i ;-;i/-2-^^) - 2 >tl)V# IrD-S. 
b\ 

15 3- (2-7DD-7x-JMf^-7$7) -6 - (4-*^A- 
4H- [1, 2, 4] MJT^JhS-^Jh^i^y-W - N - 
(4-/f^-f7V-^ - 2 --f ;|/) - 2 - If' J v>77;i/^^rtf 5 H, 
3, 6-tfX- (e>J^>-2-^;l,-XJI/77^) — N — (4- 
/fJk-5 : 7y-Jl/- 2 - 2 - If U v>^;P^^1J-5 b\ 

20 3, 6 -k'7- (4-7^0-71^7^77-^) — N — (4- 

^?;p-5^Ti/-;i/ - 2 --f ;io - 2 - tf u $>>7j;i/#*i}-5 

3, 6-tfx- (^7>/-;p- 2 -<;i/-x;i/7 7-^) -n- (^7 

y*-;i/- 2 - 2 - tru ^>#;!^*if 5 h\ 

3, 6-tfX- (5-*5P;i/~ [1, 3, 4] ?7y7y-JV-2- 
25 - 7n Jl/ 7 7 =J10 -N- (^7V-)V - 2 - - 2 - tf U 5> > 
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3- (4-^b^y-7x-JM^77^W ~6~ (4H- [1, 
2, 4] h'J7 1 /-Jl/-3--fJl'-XJl/7 7-^) -N- (5-*5P;i/ 
2 - 2 - bf u ^>*;P^^r1t5 b\ 

3- (4 h^'>-7xn;U7>;i/7 7 njU) -6- (4H- [1, 

5- 2, 4] h u 7i/-;i/- 3 --r;u-x;u7 7-;p) -n- kv^itv* 

3- (4-^h^->-7x-;i/7JV77-W -6 - (4H- [1, 

2, 4] h u r v*-;i^- 3 --r 7-;i/) -n- ([i, 3, 4] 

^7^7!/-jv- 2 --f ;io - 2 - try > ? >*;u^+u-5 h\ 

10 3 - (4 - * h + '>-7i-;i'X;i/7 7-il/) - 6 - (4H - [ 1 , 2, 

4] ku 7 v*-;u- 3 -4 ;i/-x;P7 7-;iO - n- ([1, 2, 4] - 
?7*?7V-)V- 5 --r;u) - 2 - tr y -7 >#;i/tf h\ 

3 - (4 h^'>-7i-;PXjP7 7^) - 6 - (4 H- [ 1 , 2, 
4] hV7V-)\'- 3 )V-7,)V7 r-fr) -N- ( 4 - * )M] )1s 

3- (4-/h^y-7i-Jl/7>Jl'77^^) -6 - (4H- [1, 
2, 4] h y 7 S /-)V- 3 --Ol'-TJI'? 7~;iO - N — (tf'J5v> 

-4--r;u) - 2 - try ^>#;i/#*u-s 

3 - (4 h + ->-7i-HJl'7 7-W - 6 - (4 H- [ 1 , 2, 

20 4] h y 7*s—)v- 3 - -r ;p - x ;w 7 7-;u) - n - ( tr u > — 2 - 
-r;i/) - 2 - try v>#;i^*if =• b\ 

""3 - (4 f + y-7i-^;i'77^) - 6 - (4 H- [ 1 , 2, 
4] h 'J 7l/-;i/- 3 -4 fr-X)l>7 T-)V) -N- 

;u^-ju-^7^/-;i/- 2 --f - 2 - try 5? h\ 
25 3- (try -7>- 3 --r;i/-x;u7 7-;i/) - 6- uh- [i, 2, 

4] YV7*S-)V- )V-X)V7t-)V) -N- (^7V*-;U-2 
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-<i)l) - 2 - tfU ^>#;i/#*1rS h\ 

3-(6-^h^y-fiJy>-3-f^-X^77-W-6-(4 

h - [i, 2, 4] h U7vf-;w- 3 --r;v-x;U77-;i/) - n- 

7V-)V- 2 --f;i/) - 2 - tf U h\ 
5 3 - (fc!U v>- 3 ;l/-XJl/7 - 6 - (4 H- [ 1 , 2, 

4] h'J7y-JH3--f;i/-^;|/7 7-iV) - N — (4-*h*->* 

9-)V-^7V-)V- 2 --r jio — 2 - tf u s^a^tf+u-s h\ 

. 3-7i-JW^y^f;P-6- (4-/^-4H- [1, 2, 4] 
h 'J7y-JV- 3 -fJl^-XJV7r^) - N- (?77-Jl/- 2-f )V) 
io - 2 - tf U >>>;*j;i^*1*-$ h\ 

3 -7x^JVX;i/7 7^JMf Jl/- 6 - (4 4H - [ 1 , 2, 

4] h u 7 7-ii/- 3 --r;i/-x;P7 7 -n- (5P7v*-;u-2 

- 2 - tf U V>%)\> tf*-* 5. 1>\ 
3-7i^JM^-6- (4H- [1, 2, 4] h'J7 l /-JK3- 

15 -ou-tji^ t-)V) -n- (f7!/-;p- 2 --r )V) -2-tfu> > > 

3- (4-7JWD-7iZJMfJl') -6- (4H- [1, 2, 4] 
h U 7V-)V- 3 -4)\,-*)V7 T~)V) — N — (?7 , /-Jl'-2-< 

20 3 - (4-7^?Jl/75;ifJl'-7iZJl/XJl/7 7^W -6- (4 
H- [1, 2, . 4] h'J7 , /-;i/-3-fJM;V7 7-iV) -N- 
7V-)V- 2 )V) - 2 - tf U S>>#;i/#*trS b\ 

3 -(4--7^fJl/7S;^f^-7i^J^^77-il/) - 6 - (4 
H- [1, 2, 4] h U 7*J — )V- 3 --f )\sZ)Vy T-)l) -N- (3=- 

25 rv-)V- 2 --f ;u) - 2 - tf y ?>%)Vtf*iy$. h\ 

3 - (4-* h + y-7x"H^7 7=W - 6 - ( 4 H - [ 1 , 2, 
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4] h U 7V-)V- 3 JVZfr? y~)V) — N - (^7^-4- 
■i )V) - 2 - tf u ^>*;i/^^u-$ h\ 

3-(4-^^?WiW ; E'fjMW^y-7iZMJl/77-jl/) 
-6- (4H- [1, 2, 4] h'J7 i ;-Jl/-3-^fM^77-Jl/) 
5 -N- (9-7V-)l- 2 --T;i/) -2-tfUv>#;i/#*1t$ h\ 

3- (4-^h + y-7i-J^jl/77-il/) -6- (4H- [1, 
2, 4] hU7y-Jl/-3-fj|/XJV77-jl') -N- (4-kKD* 
yI^-?7^- 2 --T;p) - 2 - tf U v>#;i/#*1t5 h\ 

3- (6-^5 1 Jl/-fcfU^>-3--r MJP77-;P) -6- (5- 
10 tFD^y-4H- [1, 2, 4] h U 7 - 3 - *i JVX )V 7 7 ~ 

)V) — N — (^7V-)V- 2 --i )l) -2-fc!U^>#;!/#*-tf-$ H, 

3 - (6 h + y^jJ^-jV-IfiJ^>-3-^ j | /X ^ 77 -^ ) 

-6- (4H- [1, 2, 4] h U 7^-;p- 3 -^;wx;U7 7n;U) 

-N- (^TV-)l- 2 --f ;io - 2 -tf Uv^Jl/tf + ltS h\ 
15 3- (4-y^fjP7$;im + y-7i-M^77-Jl') -6 

- (4H- [1, 2, 4] h ij 7^-^- 3 --f;i/7;U7y-;i/) -N 

- ([1, 2, 4] ?7^7y'-Jk-5-<^) -2-tfU^>#;i/#* 
It 5 h\ 

3- (t"iJ5y>-5-<J^;P77-^) -6- (4H- [1, 2, 
20 4] W7'S-)V-Z--( )VX)V7t-)V) -N- (^7'7-JV-2- 

-r;io - 2 - t°u v ^ h\ 

3- (6-tFD^y^^l/-lf'Jy>-3-<jM;i/77^) - 
6 - (4H- [1, 2, 4] h U 7 7-;U- 3 --f )\,X)V7 7 - Jl) - 

N- (^7y-;i/- 2 - 2 - hf y ^>#;w#^tr$ H, 

25 3 - [4- (1 -^^;P-fcTDU^>- 3--f;U^^v) -7x~;U7 
;i/77-;P] -6- (4H- [1, 2, 4] hV7V-)U- 3 )UX 
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)\,77-)V) -N- (?7V-)V- 2 -4)V) - 2 - \*V?>i])Vtf*r 
It 5 H> 

3- ( 6 tf 'J 5?>- 3 7-Jl/) - 6- (4H 

- [i, 2, 4] h u 7V—)V- 3 --f - n - ([i, 

5 2, 4] fTyjy-JP- 5 - 2 - tru h\ 

6 - (5-*^;i/-4H- [i, 2, 4] h u TV-)V- 3 --f;wx;p 

77-;U) — N — ([1, 2, 4] 9 i 7 5>7l/-;i>- 5 --r;io -2-t! 

10 3- ( 1 6 tfU > f >- 3 — f )V7>)\>7 7 -)V) - 

6- (4H- [1, 2, 4] h'J77-;i/-3-'f;i/7;V7 7-Jl') - 
N — (^7 % /-;P- 2 --f;l/) -2-KU^>*W*5K, 
3- (4-yIfjl/7S;ifJl't^y-7x-JKJl'7 7-Jl') -6 

- (4H- [1, 2, 4] h U 7 7~;i/- 3 --f ^Jl/7 7-W — N 

15 - (^7*/-;P- 2 --f - 2 - bf u ^>#;i/ h\ 

3 - (4 - tfp'J '>VifWy-7ir;^*77-;i') - 6 - (4 
h- [i, 2, 4] h u 7V-;p- 3 --f^^jvy t-)V) -n- (5r 

3 - ( 6 -s;^?;P7 5 y x^;u^^>-- tf u ^>-3-fKJk7 7 

20 - 6- (4H- [1, 2, 4] h'J7V*-Jl'-3-f;i/X^7 7 

-N - (5P7 2 --r;i/) - 2 - tr u )i-$*it~i b\ 

3- (t?^/-;u- 4 ;i/x;U7 - 6- (4H-[i, 2, 

4] h'J7 , ;-JH3-<^X^7 7^) -N- (f7!/-;i/-2- 

25 3 - (4-7/^75/l5 : Wy-7xZMJI/77-Jl') - 
6 - (4H- [1, 2, 4] h U 7l/-;i/- 3 -^)lX)l7 7 - 
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N- (3-/3^- [l, 2, 4] ?7*J7V-)V- 5 -<;10 -2- 
tf 'J ^>*;i/^^U-5 K> 

3- (4-*jW\'HiMfWy-7i-i^Jl'77r^) -6 

- (4H- [1, 2, 4] h U 7V-)V- 3 -^f^;P7 7^) - N 
5 - (?7 7-Jl/-2-'fJ|/) -2-KiJS?>*jV#*U-5F, 

3 - (5-7*nt-6 tf 'J 3 

-6 - (4H- [1, 2, 4] h y 3 -4)VZ)by 7-)V) 

-n- (?7!/-^-2-'f;v) - 2 - try S?>*^#+U-5 b\ 

3- [4- (2-tHn*5/I^-7i;K*77^)] -6- 

io (4H- [i, 2, 4] n y 7i/-;i/- 3 -<;px;i/7 t-)V) -n- 

(3-^^;U- [1, 2, 4] -f7y7';-;P-5-<Jl/) - 2 - tf 

y ^>#;u#*i*-s h\ 

3- [4- (2-kHD+yx^-7i-J^^77-W] - 6- 
(5-^^-4H- [1, 2, 4] h'J7 l /-^-3-^j|/7j|/77 
15 ~;W -N- (3-^^;U- [1. 2, 4] -?7y77-^-5-f 

ju) - 2 - try > ? >*;i/^^u-5 h\ 

3- (try>>>-3--f j^;i/7 7-;P) -6- (4H- [i, 2, 4] 

h 'J 7V-;i/- 3 ~s()V7.)V7 7-)l) -N- ( 3 -*?)V- [ 1 , 2 , 

4] -f7-77y-;p-5-^f;i') - 2 - t°y v>*;i/#+-y-5 h\ 

20 3 - ( 6 - M'fr-lZV i?>- 3 )VZ)V7 7~)V) -6- (4H 

- [1. 2, 4] hU7 i ;-;i/-3-fji/7;P7 7-;i') -n- (3- 

[1, 2, 4] — 7*7 i? 7 V — )V — 5 - --f ;p) - 2 - tf »J 5? > 
3- (4-y^^75;ifjW + y-7i-^7Jl/77-^) -6 

25 - (4H- [i, 2, 4] h y tv-;p- 3 --r -n 

- (^7 7a [5, 4-b] tf y v>- 2 - 2 -tf>J 
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3- ( 6 h°'J *J>- 3 -<i)VZ)V7 -6 - (5-* 

^)i-4H- [l, 2, 4] h u 7*/— 3 --r;i^;U7 - 

N- (3-^^;U- [1, 2, 4] -f7^7y-Jl/-5--f^) -2 
5 -Kijy>*jK*t5l«, 

3- (6-^^-|f'Jy>-3-<JMJl/7 7^) - 6- (4H 

- [1, 2, 4 3 h U 7V — JV - 3 — )]/7s)V7 r—fr) — N — ([ 1 , 
2, 5] 5-7 9 J7V-)V- 3 --r;i/) -2-lf'Jy>*;^ + t$F, 
3- (2, 3-yhFD^>777>-5-f J1/7JI/77-JI') - 6 - 

10 (4H- [1, 2, 4] h'J7y-JH3-f^^7 7-W — N — 

(5fyy-;u- 2 - 2 - tf u ^>^?;i/#^u-5 b\ 

3- ( 6 tf U v>- 3 --r;i/^;U7 -6- (4H- 

[1, 2, 4] h U 7V-)V- 3 --f;i/7;i/7 7-^) — N — (3-*h 

[1. 2, 4] -f7^yy-^-5-^;p) - 2-tTU> ? >* 
15 ^ h\ 

3- (6 -^^;P-tfU^>- 3 --f^XJI/7 7-^) -6- (4H 

- [i, 2, 4] h 'j 7*/-)V- 3 --r;i/x;i/7 7-;w) -n- (3- 

->^0 7P^- [1, 2, 4] -^T^7l/-;P- 5 -2- 
26 3 - (4 -y^^75;if;i/t + '>-7iZJMJl/77^) -6 

- (5-^^-4H- [i, 2, 4]. b y 7i/-;u- 3 

7n;i>) — N — [1, 2, 4] ?7^7!/-^-5-f 

;iO - 2 - tru s?>*;u#**5 

3- (2 -7;P^D-trUi?>-4--f ;P7Jl/7 7-^) -6- (4 
25 H- [1, 2, 4] hiJ77-^-3-^JU^77^Jl/) - N — (5 1 

7 7-JH 2 --f ;u) - 2 - tfu s^fc^tf+u-s b\ 
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3-(2-*h**>-lfUS5?>-5 ->f )VZ)V7 - 6 - (2 

H — [1, 2, 4] h'J77-^-3--f^X^77-M - N — 
JV-fr - 2 - 2 - tf U v>*;i/^^Fit5 h\ 

3- (6-*^;W-tfU^>-3--f;P7J!/77~;iO -6- (5-* 
5 fjV-4H- [1., 2, 4] h'J77-JV-3-fJ^;i/77^) - 

n- ([l, 2, 4] -?T?7\r-)V- 5 ->r;io -2-t!u^>*;p 

3 - (4 - k FP^>'l5 1 W^-7i-;p^;k77-^) - 6 - (4 

h- [i, 2, 4] h>J7y-;v-3-fjvx;P7 7-;i/) -N- (3 

10 [1, 2, 4] -?-7V7V-)V- 5 - 2-tfUv 5 

-6- (4H- [1, 2, 4] h 'J 7V-)V- 3 - -f ;PX;i/7 7 ~)V) 
-N- (^7V*-;i/- 2 -4)V) - 2 -lfU^>*;U#*1J-5 h\ 
15 3- (6->^n7D^-KUJ?>-3 -<J^Jl/77-W - 6 - 
(4H- [1, 2, 4] h'J7V-JV-3--fJVXJl/77-JV) — N — 
(^7 7-^- 2 — 2 — tf U i>>%)V#*1}r$ h\ 

3- (6-^f^-ffU^>-3-^JP7>JV7 7-^) - 6- (5-*~ 
?^-4H- [1, 2, 4] h'J77-^-3-<JM^7 7-^) - 

20 n — (^77-Ji/- 2 — r ;p) - 2 - tfu > 5 >*;i/^+t>-s h\ 

3- (6 tf u *J>- 3 -<;wx;i/7 -6- (tf^ 

7-J|/-4-^Jl/X^7 7^^) — N — &7 2 -<i )V) -2 

3- ( 6 -x if u v>- 3 --f ;i'X;U7 -6 - (4 

25 H- [1, 2, 4] HU77-^-3-fJl/7^7 7-^) -N- (3 
[1, 2, 4] -9-7i?7'S-)V - 5 --HI/) -2-tfUv 
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3- (4-5?^f;V7$;x;^-Jl/-7i-J^Jl'77-W -6- 
(4H- [1, 2, 4] h U 3 -^)V7,)Vy T~)V) — N — 

(?7 7-;P - 2 - 2 - t? U v>^J^^ + 1^5 b\ 

5 3- ( 5 -7)\,*n- tf U 9 jy- 3 --f ^XJl/77-;V) -6 - (4H 

- [1. 2, 4] bV7'/-)V-3--()V7s)l'7 7-)l') -N- (3- 

[1, 2, 4] -?7i?7y-^-5--fJl/) -2-t?U>>> 

3- (2, 3-i?tHD^>^77>-5-^^Jl/77^) -6- 

io (4H- [i, 2, 4] h u 7\/-;p- 3 --r;p^;U7 -n- 

(3-^^;U- [1, 2, 4] -f7^7'/-^-5-^Jk) -2-t! 
U if 5 b\ 

3 - (4 - * h + y-7x-J|/7^77-^) - 6 - (4 H - [ 1 , 2, 
4] h'J7 , /-Jl/-3-^j^Jl'7 7-;i') -N- ([1, 2, 4] hU 
15 7v>-3--f;U) -2-liy5?>*;^1f-5H, 

3 -d-ti frtf^r^-y ^-)ix)iy 7~)D- 6 - ( 5 i , 

2,4] hU7 > /-;l/-3-'f;MJI/7 7-Jl') — N — (3-^^;p- 
[1, 2, 4] -f7i?7 4 /-;P-5-<^) - 2 - tf U v>77;i/^ + 

20 3 - ( 6 -X h*~>-tf U 'Jy- 3 -^^7Jl/7 7-Jl/) -6- (4H 

- [1, 2, 4] h U 7V-fr- 3— <;UX;l/7 7njl/) -N- (t7 

^>-2->r;i/) - 2 - tf u s^j&^tf+U-s b\ 

3- t^^ 1 /- [1, 2 -a] -Wi>>- 6-4 JVXJlJr-fr) 
-6 - (4H- [1, 2, 4] hU7y-Jl/-3--fM^77^) 
25 — N — (3-*^;t/- [1, 2, 4] -m?TV-)V- 5 - 
2 - tf U v>7j;l/^^U-5 h\ 
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3- (2 t!US?>- 3 -<;|/X;i/7 7-Jl/) -6- (4H 

- [1, 2, 4] h'J7!/-;i/-3-^f^X^7 7-;P) -n- (3- 

[1, 2, 4] -f7y7y-JI/-5-^JW -2-tTUv ? > 

5 3 - (4 - * h^y-7x-JI/X;V7 7^W - 6 - (4 H- [ 1 , 2, 

4] h u 3 --r;i/x;U7 - n - {j-rvu [4, 5 

-b] t!Ui?>- 2 --f;P) - 2 -tf US>>;fr;P#*U-$ H> 
3- (5-^^;P-tf U>'>-3-'fJl/7JP7 7-;V) -6- (4H- 
[1. 2, 4] h U 7V-)V- 3 --f^;P7 7~)V) -N- (3-* 
10 [1. 2, 4] -f75?77-;i/"-5^^) -2-b?U5^>* 

3- (4, 4-y7JWn^W + y-7i-j^^7 7-;H - 
6- (4H- [1, 2, 4] YV7V-)V- Z -1 )V7,)Vy T~)V) - 

n- (tf5>>>- 2 --r;w - 2 - eu ^>#;p#*u-$ h\ 

15 3- (6-/f^-lf'Jy> - 3 --f 7 - 6- (4H- 

[1, 2, 4] h U T 4 /-;i/- 3 -4 )VX)Vy 7-)V) -N- (1-^ 

?^-ih- [i, 2] - if ^ 7-;w- 3 --f )V) - 2 -tru5?>*;i/ 

3- (6-h K D >-*X^;P- k? U 3-^^^7 7-W -6 

20 - (4H- [1, 2, 4] h»J7 , ;-;i/-3-^;i'X;i/7 7-Jl') -n 

- (3-^^;!/- [1, 2, 4] -f7y7y-JV-5-^fM - 2- 

3- (4-7DtD-7iZJK^77-;l') - 6- (4H- [1, 

2, 4] h u 7V-)V- 3 --<;px;U7t-;u) -n- (i-*^;p- 

25 1H- [1, 2] - k°^/-;|/- 3 --f )V) - 2 - tf >J 5> > # ;W # * U" 

5 b\ 
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3- (2 [1, 2 -a] - tT>J 6 

^7 7^) - 6- (4H- [1, 2, 4] h U 7y-;U- 3 --T;i/X 
— N - (3-^5P^- [1, 2, 4] -?-7z?7. s /-)U- 

5 3- (6-^f)l^-t!'Jy>-3-^Jl/XJl/77-jl/) -6- (4H 

- [1, 2, 4] bV7V-)l- 3--i )VX)Vy r~)V) -N- (3- 
tFo^y^f^- [1, 2, 4] -f7^77-JV- 5 -2 

- try s?>#;u#*U-5 h\ 

3- [4- (2-kFa^>ifW - 7 x -;i/x;U7 7 -6- 

10 (4-/fJH4H- [1, 2, 4] h U 7V-)V- 3 ->f )VX)l7-7 
-N- (3-^5=-^- [1, 2, 4] -^7y7 > /-Jk-5-< 

- 2 - try ^>#;i^*tf s h\ 

3- (6 tf U Vy- 3 - -6- (5-t 

Fo^y-4H- [1, 2, 4] h U 7 7-;V- 3 --f )V7,)V7 7 -fr) 
15 -N- (3-^^;U- [1, 2, 4] -f7^7y-^-5-fW - 

2 - try v>#;i/#*n-=; h\ 

3- ( i i H-o^y-;i/- 5 T-;i/) -6 

- (4H- [i, 2, 4] h y 7*s-)v- 3 -n 

- (3-*^JP- [1, 2, 4] -^7^7V-)V- 5 --r;i/) -2- 

20 tf y h\ 

3- (3-*5P;i/- [1, 2, 4] -h'JTyo- [4, 3— a] - 

try z?>- 7 --ijixjiy t~)V) - 6- uh- [i, 2, 4] hy 

7"/-)V- 3 --f )17,)V7 7-)V) -N- (3-*^;U- [1, 2, 4] 

-5-7V7V-)V- 5 --tjp) - 2 - try >>>#;i/# h\ 

25 3 - ( 1 -^^r->- 6 -*^)V-\Z y 3 - ^ )V7>)V7 7 ~)\>) - 

6 - (4H- [1, 2, 4] h 'J 7V-)V- 3 - -f JPTJI/? 7-JU) " 
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N- (3-*5P;i/- [1, 2, 4] 5 - ^ )V) -2 

3- (6 — h h'D^y / f)]/ — tf U v > - 3 — -1 )\/ 7> )V 7 7 ~ )V) -6 
-.(4H- [1, 2, 4] h'J77-;H3-^JM;i/7 7^V) — N 
5 - (3 -*?-)l- [1, 2, 4] -?7y7 4 /-Jl/- 5 -2- 

3 - (4 - * h^y-7i^M;i/7 7^) - 6 - (4 H- [ 1 , 2, 

4] h u 71/— 3 -4 )vx)vy r-)V) -n- (i-^^;I/-ih 

- [ 1 , 2] - tf^y-;i/- 3 - 2 - tf U z? >tl)Vtf*D-=i h\ 
10 3- (4-7Jl'tD-7x-^XJl/77-Jl') - 6 - (4H- [1, 2, 

4] h u 77-;i/- 3 -<;i/7.;i/7 y -n- (ih- [i, 2] 

- tf 3 --r;i/) - 2 - tf u $?>#;p#*it-* b\ 

3- ( 6 b=^>- tf U i>>- 3 --OV7.JV7 r-fr) -6- (4H 

- [1, 2, 4] h'J7 , ;-Jl/-3-^JPXJl/7 7-^) -N- (3- 
15 *^)V- [1. 2, 4] -f7y7V-^-5-fJP) -2-fcfUv> 

3 - [4 - (lH-^5^7-^-H^) -7x-HJl/7 7^]- 
6 - (4H- [1, 2, 4] h'J7 1 /-^-3-l'^JV7 7-JP) - 
N- (3-*^)V- [1, 2, 4] -f7^7 > /-^-5-^fJl/) -2 
20 - tf U v>#;^*+f-$ h\ 

3 - ( 4 h^y-7iZH;i77-W - 6 - (4 H - [ 1 , 2, 
4] MJ7^-3-<;i/7;i/7 7-^) — N — (1H- [1, 2] 

- tf 3 --r;i/) - 2 - tf >j ^>#;i/#*i*5 b\ 

3- ( 6 h^->- tf u v>- 3 --r ;i/x;i/7 r-;w) - 6- uh 

25 - [1, 2, 4] h'J77-Jl'-3-^J|/7;i/7 7-^) — N — ( 1 - 
1 H — \fy V—JV — 3 2 - tf U 5?>*;P#+-!J-5 h\ 
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3- (6 -Xh + 5/-eU5>>- 3 -fH;i/7r-Jl/) - 6- (4H 

- [i, 2, 4] h u 7 s /-;i/- 3 --r;i/x;U7 7-;i/) -n- (i- 

3 - (4 -> h*'>^f;i/-7xZJl/7JV7T-;i/)- 6 -(4H-[ 1 , 

5 2, 4] h 'J7 7-;i/- 3 --f ;vx;P7 7-^) -n- (i-*^*- 
i h — if 7 — 3 )V) - 2 - tru ^>#;u#*if s h\ 

3 - (4-^ h^->-7x-JWJl/77-Jl/) - 6 - (4 H- [ 1 , 2, 
4] h U 7V-)V- 3 7-*) -N- (4, 

j^7y-;i/- 2 --r ;io - 2 - tfu h\ 

10 3- (4-7JWO-7x-Jl/XJl'7 7r;|/) -6- (4, 5~v*x 

;i/-4H- [i, 2, 4] h'J7y-^-3--f;v-xji/77-;i') - 

N- (4-^h^>'^fj|/-f7 , ;-;i/-2-'fJ|/) -2-t!Ui?># 

3 - (4 - (1 - h^5>X^;P) -7x-JU;i/7 7-^) - 6 - (4 
15 H- [1, 2, 4] h'J7 , /-^-3-f;i/-7;P77-W — N — (3=- 

7 7-;v- 2 --r;i/) - 2 - tru v^** h\ 

3 - (4-7;^D-7x"j|/7Jl'77-iH - 6 - (4 H - [ 1 , 2, 
4] h U 7 - 3 -4)V-7s)V7 r-)V) - N - (4-tFD^y 

/fjp-?7 i /-;i/- 2 -< ;u) - 2 - tf u ^>#;i^*-t*-5 b\ 

20 3 - (4-* ^y-7x-;PX^7 7-W - 6- (4H-[1, 2, 
4] h'J7 , /-;i/-3--f^-7^77-W -N- i5-hV7)V* 

u*j-)\,?-7V-)V- 2 --r;i/) - 2 - tru 5?>#;n$*-!r$ h\ 

3 - (4-^ h^y-7HM;i'77-f) - 6 - (4H- [ 1 , 2, 
4] h >J 7 7-*- 3 --f 7-JU) -N- (4-h'J7M 

25 0^x^77-^-2-^^) - 2 - try $?>#;p:j?*-ir5 H, 

3- (3-7;^n-4-^h^y-7x-*XJP77-;i') -6- 
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(4H- [1, 2, 4] h U 7V-)V- 3 )V-X)17 7-)l) — N 

3- [4- (1, l-y^fil'-l-kFDty^fJV) -7izj^ 
^7 7^] - 6- (4H- [1, 2, 4] h U 7V-)V- 3 ->f ;|/- 
5 -N- - 2 - tTU *?>ij)\,# 

3 - ( 3 , 4 -y7J^a-7irjl/7Jk77^JH - 6 - (4H - [ 1 , 

2, 4] h u 7V-)V- 3 -f;P7>;U7 r-)V) — n — 

ih- [i, 2] - tf ^y— 3 -"i )V) - 2 - tru $>>;&;h?*d- 

10 s b\ 

3- (3, 5->?7WD-7xZH^77^) -6- (4H- 
[1, 2, 4] h'J7 v /-^-3-<M;V77-;i/) -N- (1-* 
^-1H- [1, 2] -K77-^-3->f^) - 2 -fcfU 

15 3 - ( 1 2 -3-^7- 2 , 3-vfcKo-lH--T>H-;|/ 

-5-^H^7 7-Jl/) - 6- (4H- [1, 2, 4] hUTT*-^ 
-3-i , J^JP7 7-^) — N — (l-^fJ|/-lH- [1, 2] -t! 
5 7-^- 3 --T;U) — 2 - M U b\ 

3 - (6 -*?)V- tf'J 3 7~)l)~ 6 -(4H-[ 1 , 

20 2, 4] h'J7 7-Jl/-3--fJl/7^7 7-Jl') — N — ([1, 2, 4] 

b u 77d tru v>- 2-4)i) - 2 - tf u ^>^;U/H^it5 h\ 

3 - (4-If^y^^-7iZHJI/77-f) - 6 - (4H-[ 1 , 
2, 4] VV7V-)V - )V7,)V7 7-)l) — N — (1-^5^^- 

ih- [i, 2] - tr? 3 --r;i>) - 2 - tru s;>*;i/j|5+u- 

25 5 h\ 

3 - ( 6 - - 1 , 6 - v fc h □ - tr y 5? >- 3 --r ;px;i/7 7 - 
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)V) -6- (4H- [1, 2, 4] VV7V-)\>-Z-^ )V*)V77- 
)l) — N — [1, 2] - k°^y-;i/- 3 

- 2 - tf U ^>*;U#^r1^5 h\ 

3- (6 h^->-t!U^>- 3 )VZ)iy - 6- (4 

5 H- [1, 2, 4] h , J77-JV-3-fJ^ji'7 7-JV) -N- (1 

h- [i, 2] - bf^i/-;u- 3 - 2 - if j i?>jj)itf*?$ 

3 - (4-h KD^->if;K^>'-7iz;w;i/77-JP) - 6 - (4 
-*?)V- 4H- [ 1 , 2, 4] h'J7 7-;P-3-^;^;|/7 7^JI/) 
io -N- (i-^fji/-rH- [i, 2] - tf^/-;w- 3 --OP) -2 

-if y s>>*;p#*ij-$ ft?*si*3Rjsi ami 4 0i>"**na»fcfifc© 

1 6 . 3 - (4 h^y-7i^XJV7 7-^) - 6 - (4H - [ 1 , 
2, 4] h'J7 1 /-;P-3-<;V) -N- (5P7l/-;i/- 2 --f;U) - 

15 2 - try FTfcsfc^fcxtt^oss^Wfctt&Stt* 
o 

1 7. 3-(4-7Jl/tD-7i-^XJl/7 7-JW-6-(4H-[l, 
2, 4] h »JTl/-;l/- 3 7-)V) -N- (77V-)V 

- 2 --f JlO - 2 - tf U v>^;i/^^tJ-5 HT*^^-fb-&^X«^©*# 
20 Wfctf&SnSifi. 

1 8 . 3 - (4 h^5>-7x-Jl/X;i/7 T-JP) - 6 - (4H - [ 1 , 

2, 4] h u 7V-;i/- 3 -<i)V-z)uy 7 - n - u-*h* 
y^^JP-fyy-Jl'- 2 --r;P) - 2 - tf U >?>^;i/^^if 5 

25 19. 3- (4 h*z/*?-)V-7 jl~)V7s)V7 7 - 6- (4 

H- [1, 2, 4] hVTV-fr- 3-<i fr-ZJl? 7-)V) ~ (77 
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20. 3- (6-^^;i/-tf y^>- 3--f ;i/-7;P77-;v) -6- 

(4H- [1, 2, 4] h'J7V-;i/-3-'fJI/-XJP7 7^1') — N 

2 1. 3- (tHn^i/If^t+'>-7i-;PXJV77-;i/) -6- 
(4H- [1, 2, 4] h U 7*/-)V- 3 --f;i/-7^77^V) -N 

- (f7y-jv-2--f;v) - 2 - tfU> > >*;i/^^1f 5 KT&3fb& 
10 &Xtt*©H¥Wfc#£$nsj£. 

2 2.3- (4-^^fJl/75/I5 1 ;Vt^>'-7x-J^;i/77-;i/) 
-6- (4H- [1, 2, 4] h'J77-;i'-3-'fJV-7^77-;i/) 
-N- (^7l/-;P- 2 - 2 - If U i?>tUVtf*4)r5. b*T&£ 

15 2 3 . 3 - (4 - t Fd^^I^-7i-;M;P77-JP) - 6 - (4 
H- [1, 2, 4] h'J7 , ;-JI/-3-<JHX^7 7-il') — N — 
7 > /-^-2--f^) - 2 - tf US?>*^# + U-§ HtftSMXtt 

2 4. 3- (6 tf U v>>- 3 -<JI/-x;P77^) -6- 

20 (4H- [1, 2, 4] h U 7'/~)V- 3 )V-7s)V7 T ~)V) — N 

- (4 -^^;P-^7^/-;P- 2 --f JIO - 2 - ¥V JltsJrV^ 

2 5.3- (4-5?)t^75 /I?;^^r'>-7iZj^Jl/77-W 
-6- (4H- [1, 2, 4] h'J77-^-3-^JWJl/7 7-;i') 
25 -N- ([1, 2, 4] f75?77-;P- 5 --f ;W - 2 - tf U i?>%)V 
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2 6. 3 - ( 6 -*?)V- tTU V>- 3 )V7,)V7 T~)V) - 6 - (4 
H - [ 1 , 2 , 4] h 'J7 7-JV- 3 - N- ([ 1 , 

2, 4] ^7z?7V-)l- 5 -2-lfUy>*JH^$FT 

5 2 7. 3 -(4 -y/W$/l5 : Wy-7x-JPXJl'77-JI.) 
-6- (5-^^-4H- [1, 2, 4 3 hU7y-;i/-3--f;i/X 
^7 7^) -N- (Cl, 2, 4] 5P7 5 ->f ;p) -2- 

tf U 5? 1*5 FT&Sfl^&Xfct^O^WKiaf&Snsjfi. 

2 8.3- (4-7/^1/75/1^^^-71-^^77^) 
10 -6- (4H- [1, 2, 4] h U 7V-;u- 3 ;ux;i/7 7-;i/) 

-N- (3-*^;U- [1, 2, 4] ?7^7y-JV-2-fJP) -2 

.2 9. 3 - [4 - ( 2 - h FD + yI^Jl,-7iZ^XJI/7 7rj|/)] - 
6- (5-/ff-4H- [1, 2, 4] hV7V-)V- 3 --i 
15 77-W — N - (3-/^^- [1, 2, 4] -f7y7V-JV- 5 

3 0. 3 - (6 -/>;]/- tf'J v> - 3 -^M^77-;l/) - 6 - (4 
H- [1, 2, 4] hiJ77-Jl/-3-<M^77^) -N- (3 

20 -*?-)V- [1, 2, 4] -f7^7 , /-^-5-rW - 2 - tf U 5? 

3 1. 3- ( 6 -X h*->- tf U >>>- 3 -^)VX)Vy 7 -6- 

(4H- [i, 2, 4] h u 7i/-;p- 3 --r;i.x;i/7 7-;u) -n- 

(3-/3^1/- [1, 2, 4] -?7y7 1 /-JK5-^jl/) - 2 - tf 
3 2. 3- (6-Xh^rS/-tfU^>-3--f;PX;P7 7-;i/) -6- 
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(4H- [1, 2, 4] h U TV-JV- 3 --i)VXJVy 7 -)V) -N- 
(¥y?>- 2 -2-kTU> ? >*;P^^^5 h'T^Sft^X 

3 3. 3- (6-^h^'>-tfiJy>-3--fJ^^7T-Jl') - 6 - 
5 (4H- [1, 2, 4] N U 7V—)V- 3 )IZ)17 r -N- 
( 1 - *^JV- 1 H — tf 7 V~-)V — 3 - 2 - fcf'J v>#;i^^ 

3 4. 3- (4-^f^y^^-7i-;^Jl/77-^) -6 - (4 
H- [1, 2, 4] h>)T'/~-)l- 3 )VX)V7 7 -N- (1 
10 -*9=JW- 1 H- tf^/-;p- 3 - 2 - tf U VyfDVtf^V^ 

ns^r© (i) - (3) *^§giMfe 
( i ) ti^n^M, 

15 U*T© (a) - (g) frbfZZM&QMRZnz lX\Z2U±(Dikfi!V!) 

(a) ffi©^;i/3^^--if^ttft^J 

(b) £7.-^7- F 

(c) PPAR Trf-Xh 

(d) ^ >7. U > 

20 (e) V7h7^f> 

(f) a-^^nv-^-if IB ML Rtf 

(g) f >t. u >(Dftw&mm 
25 )iu^±-^mmtmo 
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Specification 

A novel 2-pyridinecarboxamide derivative. 
The Field of Technology 

This invention relates to the following, namely, the glucokinase activator which is containing as 
effective ingredient pyridine-2-carboxamide derivative. Moreover, it is related to a novel 2- 
pyridinecarboxamide derivatives or salts thereof. 

Background Technique 

Glucokinase (GK) (ATP : D-hexose 6-phosphotransferase, EC2.7.1.1) is one of four kinds of 
mammalian hexokinases (hexokinase IV). Hexokinase is an enzyme that catalyses the reaction of the 
first stage of the glycolytic pathway from glucose to glucose 6 phosphate. Glucokinase expression is 
mainly localised in liver and pancreatic P cells, and by controlling the rate-limiting step of glucose 
metabolism in these cells it has an important role in glucose metabolism of the whole body. The 
glucokinase of liver and pancreatic P cells have respectively different sequences of the N terminal 15 
amino acids due to different splicing, but their enzymatic characteristics are the same. In the three 
hexokinases (I, II, III) other than the glucokinase, the enzyme activity is saturated at glucose 
concentration of 0.1 mM or less, whereas, the Km with respect to glucose of glucokinase is at 8 mM 
which is close to the physiological blood glucose level. Accordingly, facilitation of intracellular 
glucose metabolism occurs via glucokinase in response to the blood glucose change from the normal 
blood sugar (5 mM) to postprandial blood glucose rise (10-15 mM). 

About 10 years ago, a hypothesis was proposed that the glucokinase works as a glucose sensor in 
pancreatic p cells and liver (for example Garfinkel D et al, 'Computer modeling identifies glucokinase 
as glucose sensor of Pancreatic P-cells', American Journal Physiology, Vol 247, (3Pt2) 1984, pp. 527- 
536). In practice, it is clear from results of a recent glucokinase genetically modified mouse, that 
glucokinase, carries out an important role in glucose homeostasis of whole body. The mouse whose 
glucokinase gene is destroyed dies soon after birth (Grupe A et al, 'Transgenic Knockouts reveal a 
critical requirement for pancreatic P cell glucokinase in maintaining glucose homeostasis', Cell, Vol 
83, 1995, p69-78), while on the other hand, for normal and diabetes mellitus mice which overexpressed 
glucokinase, the blood glucose level becomes low (Ferre T et al. 'Correction of diabetic alterations by 
glucokinase', Proceedings of the National Academy of Sciences of the U.S.A, vol 93, 1996, p7225- 
7230). Although the reaction of hepatocytes is different from pancreatic P cells when glucose 
concentration rises, but both cells correspond in the direction to lower the blood glucose. Pancreatic P 
cells start to secrete more insulin, the liver takes up more glucose and stores it as glycogen, and at the 
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same time, decreases the sugar release. 

In this way fluctuation of glucokinase enzyme activity is carrying out important role in glucose 
homeostasis of mammal through liver and pancreas P cells. A mutation of glucokinase gene has been 
discovered in the cases of diabetes mellitus that occurs in youth, known as MODY2 (maturity-onset 
diabetes of the young), and the reduction of glucokinase activity causes a blood glucose rise (Vionnet 
N et al., 'Nonsense mutation in the glucokinase gene cause early-onset non-Insulin-dependent diabetes 
mellitus* Nature Genetics, Vol 356, 1992 pp. 721-722). On the other hand, the lineage having mutation 
which causes an increase in glucokinase activity is also found, and such persons show hypoglycemic 
symptoms (Glaser B, 'Familial hyperinsulinism caused by an activating glucokinase mutation', New 
England Journal Medicine, Vol 338, 1998, pp. 226-230). 

From these, glucokinase also plays an important role in glucose homeostasis in humans, by acting as a 
glucose sensor. On the other hand, blood glucose regulation using glucokinase sensor system is 
regarded as possible in many type II diabetics. Because insulin secretion promotion action of 
pancreatic P cells and enhanced sugar uptake and sugar release suppression action in liver are expected, 
it is regarded as useful as therapeutic drug of type II diabetes. 

Recently, it has been discovered that pancreas P cell type glucokinase was expressed in rat brain, 
especially localised in the feeding centre (Ventromedial hypothalamus, VMH). About 20 % of the 
neurons of VMH, called glucose responsive neurons, has been considered in the prior art as having an 
important role in body weight control. Overeating occurs when glucose metabolism is suppressed by 
glucose analogue glucosamine intracerebral administration, in contract to the reduction of food intake 
when glucose is administered to rat brain. From electrophysiological experiments, it is observed that 
glucose responsive neurons are activated in response to physiological glucose concentration change (5- 
20 mM), but activity .is suppressed when glucose metabolism is inhibited with glucosamine and the 
like. It is assumed that the mechanism in glucose concentration sensitive system of VHM is through 
glucokinase as it is for insulin secretion of pancreatic p cells. Accordingly, there is a possibility that the 
substances which can activate glucokinase of VHM in addition to liver and pancreatic P cells can 
correct the problem of obesity in many type II diabetics in addition to blood glucose correction effect. 

From the aforesaid description, the compound which has glucokinase activation action is useful as 
therapeutic agent and/or preventive agent of diabetes, or therapeutic agent and/or preventive agent of 
chronic complication of diabetes mellitus such as retinopathy, nephropathy, neuropathy, ischemic heart 
disease, arteriosclerosis or the like, further as therapeutic agent and/or preventive agent of obesity. 
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As the compound having the pyridine skeleton of compound (I) in accordance with this invention and 
the compound having amide group bonded to aforesaid pyridine skeleton, the compound represented 
by following constitutional formula (IV) is described (Kokai 5-213382). 




CI 

(IV) 



However, the positional relation of amide bond and C=N of the isoxazole group of compound (IV) 
described in Kokai 5-213382 is different from the positional relation of amide bond and C=N of the 
compound in accordance with this invention, and it is also different in the point that applications of the 
compound in accordance with this invention is diabetes mellitus but applications of Kokai 5-213382 is 
herbicide. 

Moreover, as the compounds which are structurally similar, and also have applications of diabetes 
mellitus, the compounds represented by the following formula (V) 




Me 

(V) 



or the following formula (VI) 




(VI) l-Pr 

are described (Kokai 2001-522834). 

Diabetes mellitus is described as one of applications of the compound described in Kokai 2001-522834 
and it is common to applications of compound (I) in accordance with this invention. 
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Moreover, compound (V) or (VI) described in Kokai 2001-522834 is common to the compound (1) in 
accordance with this invention in the point of having pyridine skeleton as basic skeleton and also 
having amide bond on the aforesaid pyridine ring. 

However, it is different in the point that the compound (1) in accordance with this invention has 
substituent on 6 position of the pyridine ring, but the aforesaid compound (V) or (VI) does not have 
substituent on 6 position of the pyridine ring. 

Moreover, the compound (1) in accordance with this invention has amide bond adjacent to the nitrogen 
atom constructing pyridine ring, on the other hand, the compound (VI) described in Kokai 2001- 
522834 has amide bond at the position one carbon away from the nitrogen atom substituting the 
pyridine ring, and the relative positional relation of C=N part constructing the pyridine ring which is 
the part corresponding to B ring in accordance with this invention and the amide bond is different 
between the compound (I) in accordance with this invention and the compound (VI) in accordance with 
Kokai 2001-522834. 

Moreover, as the compound having pyridine-2-carboxamide skeleton in the same way as in compound 
(I) in accordance with this invention, the compound represented by formula (VII) 

N-NH 



is described (WO 01/81345). However, the relative positional relation of nitrogen atom in lH-pyrazolo 
[3,4-b] pyridin-4-yl group which is bonded to nitrogen atom of amide bond described in compound 
(VII) and the amide bond is different from the relative positional relation of C=N in B ring of 
compound (I) in accordance with this invention and the amide bond. Moreover, it is different in the 
point that hydrogen atom is bonded in the 3 and 6 positions of pyridine skeleton of formula (VII), but 
in the compound (I) in accordance with this invention, the groups other than hydrogen atom are 
bonded, and therefore formula (VII) and compound (1) in accordance with this invention are different 
to each other as the whole structure. . 

Accordingly although the compound described in WO 01/81345 is common to the compound (1) in 




(VII) 
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accordance with this invention in the point of having basic skeleton, pyridine-2-carboxamide, it is 
different from the compound in accordance with this invention in the form of substituent bonded to the 
pyridine skeleton, and has a different structure from the compound of this invention. 

Problems to be overcome by this invention is to put forward a therapeutic agent and/or preventive 
agent of diabetes in which glucokinase activity is increased by bonding to glucokinase, and moreover, 
to put forward an anti-obesity agent acting by stimulating satiety center by activating glucokinase. 

There are advantages, as described above, that the compounds in accordance with this invention have 
drug efficacy superior to preexisting diabetes mellitus, and the development of new drug efficacy 
which was not present in preexisting diabetes mellitus drug is possible or the like. 

Therefore, these inventors carried out assiduous investigation to develop the novel diabetes mellitus 
drugs having drug efficacy superior to preexisting diabetes mellitus drug by the action different from 
aforesaid existing agent and also having a new drug efficacy. As a result, they discovered that the 
compound represented by formula (I) had glucokinase activation action. This invention was completed 
based on this discovery. 

Disclosure of the Invention 
This invention relates to 

1. A compound represented by formula (I) or pharmacologically acceptable salts thereof 



rine A 




(I) 

[wherein, XI denotes N, S or O, or divalent saturated hydrocarbon group of carbon number 1-6 (when 
carbon number of said divalent saturated hydrocarbon group is 2 or more, one of carbon atom in said 
divalent saturated hydrocarbon group may be substituted by nitrogen atom, oxygen atom or sulfur 
atom), Rl denotes 6-10 membered aryl group, 5-10 membered heteroaryl group, cycloalkyl group of 
carbon number 3-7 or lower alkyl group {the said Rl may have, on Rl, one or two groups selected 
from the group comprising amino group, lower alkyl group (hydrogen atom of lower alkyl group may 
be substituted by hydroxy group, lower alkoxy group, halogen atom, carbamoyl group, mono or di- 
lower alkyl carbamoyl group, carboxyl group, alkoxy carbonyl group, alkanoyl group, amino group or 
mono or di-lower alkyl amino group), lower alkoxy group (hydrogen atom of methyl group or 
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methylene group composing said lower alkoxy group may be substituted by hydroxy group, halogen 
atom, carbamoyl group, mono or di-lower alkyl carbamoyl group, carboxyl group, alkoxycarbonyl 
group, alkanoyl group, amino group or mono or di-lower alkyl amino group), carbamoyl group, lower 
alkyl carbamoyl group, dilower alkyl carbamoyl group, carbamoyl amino group, carbamoyloxy group, 
carboxyl group, cyano group, sulphamoyl group, trifluoromethyl groiup, halogen atom, hydroxy group, 
formyl group, C2-C6-alkanoyl group, N-C2-C6-alkanoyl amino group, Cl-C6-alkylthio group, N-Cl- 
C6-alkyl sulphamoyl group, N,N-di-Cl-C6-alkyl sulphamoyl group, Cl-C6-alkyl sulphinyl group, Cl- 
C6-alkylsulfonyl group, N-Cl-C6-alkylsulfonyl amino group, Cl-C6-alkoxycarbonyl group, N-Cl-6 
alkylamino group and N,N-di-Cl-C6-alkylamino group}, D denotes O or S, R2 and R3 may be the 
same or different and denote hydrogen atom, lower alkyl group, lower alkoxy group, halogen atom, 
formula (II) 

rineA ©- 
(II) , 

shows 5-7 membered heteroaryl group or 6-10 membered aryl group which may have on the said ring, 
1 or 2 group selected from the group comprising lower alkyl group, lower alkoxy group, 
trifluoromethyl group, hydroxy group, hydroxyalkyl group (hydrogen atom of hydroxy group in the 
said hydroxyalkyl group may be further substituted by lower alkyl group) and halogen atom, and 
formula (III) 




rine B 



shows monocyclic or polycyclic heteroaryl group wherein carbon atom in the said ring bonded to 
. nitrogen atom of the amide group contained in formula (1) forms C=N with nitrogen atom in the said 
ring {the said heteroaryl group may have in B ring, 1 or 2 substituent selected from the group 
comprising lower alkyl group, lower alkoxy group, halogen atom, trifluoromethyl group, hydroxyalkyl 
group (hydrogen atom of hydroxy group in the said hydroxyalkyl group may be further substituted by 
lower alkyl group), amino (the said amino group may be substituted by lower alkyl group), alkanoyl 
group, carboxyl group, alkoxycarbonyl group and cyano group}]. 

2. A compound in accordance with aforesaid 1, wherein D is S. 

3. A compound in accordance with any of aforesaid 1 or 2, wherein R2 and R3 are both hydrogen 
atoms. 

\ 
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4. A compound in accordance with any of aforesaid 1-3, wherein A ring is phenyl group, isothiazolyl 
group, imidazolyl group, oxazolyl group, thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl 
group, pyridyl group, pyrimidinyl group, furyl group, thiazolyl group, isoxazolyl group or pyrazolyl 
group that which may have 1 or 2 group selected from the group comprising lower alkyl group, lower 
alkoxy group, trifluoromethyl group, hydroxy group, hydroxyalkyl group (hydrogen atom of hydroxy 
group in the said hydroxyalkyl group may be further substituted by lower alkyl group) and halogen 
atom on the said ring. 

5. A compound in accordance with any of aforesaid 1-4, wherein XI is a group selected from the group 
comprising nitrogen atom, sulfur atom, oxygen atom, -CH2-, -N-CH2-, -S-CH2-, -0-CH2-, -CH2-N-, - 
CH2-0- and -CH2-S-. 

6. A compound in accordance with any of aforesaid 1-5, wherein B ring is 5-6 membered heteroaryl 
group having at least one nitrogen atom of C=N composing said ring as heteroatom of said ring or 9-10 
membered heteroaryl group in which said heteroaryl group and phenyl group or pyridyl group are 
condensed. 

7. A compound in accordance with any of aforesaid 1 to 6, wherein Rl is 6-10 membered aryl group, 
5-10 membered heteroaryl group or cycloalkyl group of carbon number 3-7. 

8. A compound in accordance with any of aforesaid 1 to 6, wherein Rl is 6-10 membered aryl group or 
5-10 membered heteroaryl group. 

9. A compound in accordance with any of aforesaid 1-6, wherein Rl is 6-10 membered aryl group. 

10. A compound in accordance with any of aforesaid 1-6, wherein Rl is 5-10 membered heteroaryl 
group. 

11. A compound in accordance with aforesaid 9 or 10, wherein substituent of A ring is hydrogen atom, 
lower alkyl group, lower alkoxy group, hydroxy group or hydroxy lower alkyl group (hydrogen atom 
of hydroxy group in hydroxy lower alkyl group may be further substituted by lower alkyl group). 

12. A compound in accordance with any of aforesaid 9 to 11, wherein B ring is thiazolyl group, 
imidazolyl group, isothiazolyl group, thiadiazolyl group, triazolyl group, oxazolyl group, isoxazolyl 
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group, pyrazinyl group, pyridyl group, pyridazinyl group, pyrazolyl group, pyrimidinyl group, pyrido 
thiazolyl group or benzothiazolyl group. 

13. A compound in accordance with any of aforesaid 1-10, wherein substituent of B ring is hydrogen 
atom, lower alkyl group, halogen atom, hydroxyalkyl group, amino alkyl group or alkanoyl group. 

14. A compound in accordance with any of aforesaid 9 to 12, wherein substituent of Rl is hydrogen 
atom, hydroxyalkyl group, lower alkyl group, lower alkoxy group, carbamoyl group, alkylcarbamoyl 
group, dialkyl carbamoyl group, cyano group, trifluoromethyl group, halogen atom, 2-6C alkanoyl 
group, N-C2-C6 alkanoyl amino group, C1-C6- alkylsulfonyl group, C1-C6- alkylamino group or 
amino alkyl group. 

15. A compound or pharmacologically acceptable salts thereof, wherein the compound represented by 
aforesaid formula (I) 



ring A 




ringB 



(1) 

(in the formula, each symbol has the same aforesaid definitions) is 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-fluoro-phenyl sulphany!)-6-(4-methyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-( 1 -methyl-imidazol-2-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-( 1 -methyl- 1 H-tetrazol-5-yl-sulphanyl)-N-(4-methyl-thiazol-2-y l)-2- 
pyridine carboxamide, 

3-(cyclohexyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yI-sulphanyl)-N-(4-me%l-miazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(thiazol-2-yl-sulphanyl)-6^ 
carboxamide, 
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3-(2-fluoro-phenyl sulphanyl)-6-(4H-[ 1 ,2,4]-triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-phenyl sulphanyl-6-(4H41,2,4]-triazolO carboxamide, 
3-(4-fluoro-phenyloxy)-6~(4H-[l ,2,4] triazol-3-yl-suIphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-methoxy-phenylmethyl sulphanyl)-6-(4-methyl-4H-[l ,2,4] triazoW-yl-sulphanyl)-N-(thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(3-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazoW-yl-smphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(2,4-difluoro-phenyl suIphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3 -(4-cyano-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-sulphariyl)-N-(thiazol-2-yI)-2-pyridine 
carboxamide, 

3-(pyridine-4-yl-sulphanyl)-6-(4H-[l,2,4] triazoM-yl-sulphanyl)-N-(miazol-2-yl)-2-pyridm^ 
carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazolo [5,4-b] pyridine-2-yl)- 

2- pyridine carboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyI-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-acetyl-phenyl sulphanyI)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(miazol-2-yl)-2-pyridine 
carboxamide, 

3-(thiophen-2-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(miazol-2-yl)-2-pyridm^ 
carboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2^4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl-suiphanyl)-N-(thiazolo [5,4-b] 
pyridine-2-yl)-2-pyridine carboxamide, 

3-(4-methyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-chloro-phenyl sulphanyl)-6-(4H-[ 1 ,2,4 1 triazol-3-yl-sulphanyI)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyI sulphanyl)-6-(3H-[l,2,3] triazol-4-yl-sulphanyl)-N<miazol-2-yl)-2-pyri^ 
carboxamide, 
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3-(4-methylsulfonyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphany l)-6-(4H-[ 1,2,4] triazole-3-yl-sulphanyl)-N-(5-hydroxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3 -(4-fluoro-pheny 1 sulphany I)-6-(5-methoxymethyl-4H-[ 1 ,2,4] triazolO-yl-sulphanyl)-N-(thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazolO-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethy lcarbamoyl-pheny 1 sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-trifluoromethyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methylcarbamoyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yI-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazoI-3-yl-sulphanyl)-N-(5-dimethylamino methyl- 
thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6«(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2~yl> 

2- pyridine carboxamide, 

3- (4-hydroxyethyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-su!phanyl)-N-(thiazol-2-yi)-2-pyridine 
carboxamide, 

3-(4-methyl sulphamoyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dknethylcarbamoyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazoi-3-yl-sulphanyl)-N-(isoxazol-3-yl)-2- 
pyridine carboxamide, 

3 -(4-hydroxy-cyclohexyi sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3 -(4-fluoro-pheny 1 sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(pyridazine-3-yl)-2-pyridme 
carboxamide, 

3-(pyrazine-2-yl-sulphanyl)-6-(4H-[l,2,4] triazo!-3-yl-sulphanyl)-N-(thiazo^^ 
carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(pyrazine-2-yl)-2- 
pyridine carboxamide, 
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3-(6-methyl-pyridine-3-yl-suiphanyl)-6-(4H-[l,2,4] triazoi-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)- 

2- pyridine carboxamide, 

3- [4-(l-hydroxyethyl-phenyl sulphanyl)]-6-(4H-[l,2,4) triazoI-3-yl-sulphanyl>N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(2-methyl-thiazol-4-yl)- 

2- pyridine carboxamide, 

3- (4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(2-methyl-thiazol- 

4- yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridine-3-yi-suIphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl- 
thiazol-2-yl)-2-pyridine carboxamide, 

3-(l-methyl-lH-tetrazol-5-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yI)-2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3 -y l-sulphanyI)-N-(isoxazol-3 - 
yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-phenoxy-N-(4-memyl-thiazol-2-yl)-2-pyridine carboxamide, 
3-(2-chloro-phenylmethyl-amino)-6-(4-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyl).N-(4-methyl-thiazol- 

2- yl)-2-pyridine carboxamide, 

3 ,6-bis (pyridine-2-yl-sulphanyl)-^ carboxamide, 
3 ,6-bis-(4-fluoro-phenyl sulphanyl)-N-(4-methyl-thiazol~2-yl)-2-pyridine carboxamide, 
3,6-bis-(thiazol-2-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3,6-bis-(5-methyl-[l,3,4] thiadiazol-2-yl-sulphanyl)-N-(thiazol-2-yl>2-pyridine carboxamide, 

3- (4-methoxy-phenyl sutphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(5-methyl-thiazol-2-yl>2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(isoxazoI-3-yl)-2-pyridine 
carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-suIphanyl)-N-([l,3,4] thiadiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl suIphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-([ 1,2,4]- thiadiazo!-5~yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4.methyl carbonyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-methoxy-pheny 1 sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(pyrimidine-4-yl)-2-pyridine 
carboxamide, 
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3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yi-sulphanyl)-N-(pyridine-2-yl)-2-pyridine 
carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(5-ethoxycarbonyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-^^ 
carboxamide, 

3-(6-methoxy-pyridine-3.yl-sulphanyl)«6-(4H-[l,2,4] triazol-3-yl.sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2-yl)-2- 
pyridine carboxamide, 

3-phenyloxy methyl-6-(4-methyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazole-2 yl)-2-pyridine 
carboxamide, 

3-phenyl sulphanyl methyl-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2 -pyridine 
carboxamide, 

3-phenylmethyl-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-fluoro- phenyl methyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylaminoethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminomethyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazoI-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-4-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylcarbamoylmethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI sulphanyi)-N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(4-hydroxyethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-hydroxy-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl> 

2- pyridine carboxamide, 

3- (6-methox?carbonyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N*(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(pyrimidine-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 
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3-(6-hydroxymethyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-[4-(l-methyl-pyrrolidine-3-yloxy)-phenyl sulphanyl]-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([l,2,4] thiadiazol-5-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-y] su!phanyl)-N- 
([1,2,4] thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(l-oxy-6-methyI-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(tmazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-diethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-pyrrolidino ethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-dimethylaminoethyl oxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol- 

2- yl)-2-pyridine carboxamide, 

3- (pyrazol-4-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(miazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[1,2,4] thiadiazoI-5-yl)-2-pyridine carboxamide, 

3-(4-carbamoylmethyl oxy-phenyl sutphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(5-bromo-6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yI)-2- 
pyridine carboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(4H-[l,2,4]. triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazoI-5-yl)-2-pyridine carboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyI- 
[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(pyridine-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(3-methyl-[l,2,4]-thiadiazoI-5-yl)- 

2- pyridine carboxamide, 

3- (6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [5,4- 
b] pyridine-2-yl)-2-pyridine carboxamide, 
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3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- 
[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridine caiboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,5] thiadiazol-3-yl)-2- 
pyridine carboxamide, 

3-(2,3-dihydro-benzofuran-5-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl smphanyl)-N-(3-methoxy- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-[3-cyclopropyl-[l,2,4]- 
thiadiazol-5-yl]-2-pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3- 
methyl-[ 1,2,4] thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(2-fluoro-pyridin-4-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(2-memoxy-pyrimidin-5-yl sulphanyl)-6-(2H-[l,2,41 triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[l ,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl-[ 1,2,41- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-diethylcarbamoyl methyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol- 

2- yl)-2-pyridine carboxamide, 

3- (6-cyclopropyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(pyrazol-4-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4] - 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-dimethylamino sulfonyl-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (5-fluoro-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 
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3-(2,3-dihydro-benzofuran-5-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl suIphanyl)-6-(4H-[l,2,4] triazol-3-yl suiphanyl)-N-([ 1,2,4] triazine-3-yl)-2- 
pyridine carboxamide, 

3-(4-carboxy-phenyl suiphanyl)-6-(5-methyl-[ 1,2,4] triazole-3-yl sulphanyl)-N-(3 -methyl- [1,2,41- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(pyrazine-2-yl).2-pyridine 
carboxamide, 

3-(imidazo-[l,2-a]-pyridin-6-yl sulphany l)-6-(4H-[ 1,2, 4] triazol-3-yl siriphanyl)-N-(3-methyl-[l,2,4]- 
tliiadiazol-5-yI)-2-pyridine carboxamide, 

3-(2-methyl-pyridin-3-yl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [4,5-b] pyridine-2- 
yl)-2-pyridine carboxamide, 

3-(5-methyl-pyridin-3-yl su!phanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4,4-difluoromethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(pyrazine-2-yl)- 

2- pyridine carboxamide, 

3- (6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany 1)-N-(1 -methyl- lH-[ 1,2]- 
pyrazol-3-yl)-2-pyridine carboxamide, 

3-(6-hydroxyethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-fhioro-phenyl su!phanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- 1H-[1, 2]-pyrazol-3- 
yl)-2-pyridine carboxamide, 

3-(2-methyl-imidazo-[l,2-a]-pyridin-6-yi sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3- 
methyl-[l ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyI)-6-(4H-[ 1,2,4] rriazol-3-yl sulphanyl)-N-(3-hydroxymethyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-[4-(2-hydroxyethyl)-phenyl sulphanyl]-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3-methyl- 
[1 ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphany l)-6-(5-hydroxy-4H-[ 1,2,4] triazol-3-yI sulphanyl)-N-(3-methyi- 
[1 ,2,4]-foiadiazol-5-yl)-2-pyridine carboxamide, 

3-(l-methyl-lH-indazol-5-yl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyI-[ 1,2,4 1- 
thiadiazol-5-yl)-2-pyridine carboxamide, 
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3-(3-methyl-[l,2,4]-triazolo-t4,3-a]-pyridin-7-yI sulphanyi)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3- 
methyl-t 1 ,2,4]-thiadiazol-5-yl>2-pyridine carboxamide, 

3-( 1 -oxy-6-memyl-pyridin-3-y 1 sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-hydroxyme%l-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-[l,2]-pyrazol- 
3-yi)-2-pyridine carboxamide, 

3-(4-fluoro-phenyI sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridine carboxamide, 

3-(6-raethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-[4-(lH-imidazol-l-yl)-phenyl su!phanyl]-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyi-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridine carboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridine carboxamide, 

3-(6-ethoxy-pyridin-3-yl suIphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridine carboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazoi- 
3-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazoI-3-yl-sulphanyl)-N-(4,5 -dimethyl thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4,5-dimethyI-4H-[l 12,4] triazol-3-yl-sulphanyl)-N-(4- 
methoxymethyl-thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-(l-methoxyethyl)-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-hydroxymethyl-thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(5-trifluoromethyl thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-trifluoromethyl thiazol-2- 
yl)-2-pyridine carboxamide, 
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3-(3-fluoro-4-methoxy-phenyl su!phanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-[4-( 1 , 1 -dimethyl- 1 -hydroxymethyl)-phenyl sulphanyl]-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(3,4-difluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl>N-(l-methyMH-[l,2]-pyrazol- 
3-yl)-2-pyridine carboxamide, 

3-(3,5-difluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l-methyMH-[l,2]-pyrazol- 
3-yl)-2-pyridine carboxamide, 

3-(l-methyl-2-oxo-2,3-dihydro-lH-indoI-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yi sulphanyl)-N-(l- 
methyl- lH-[ 1 ,2]-pyrazoI-3-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridine-3-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl su!phanyl)-N-([ 1,2,4] triazolopyridine-2- 
yl)-2-pyridine carboxamide, 

3-(4-ethoxymethyl-phenyl sulphanyi)-6-(4H-[ 1,2,4] triazol-3-yl siUphanyl)-N-(l-meftyl-lH-[l,2]- 
pyrazol-3-yl)-2-pyridine carboxamide, 

3-(6-oxo-l,6-dihydro-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-( 1 -methyl- 1H- 
[1 ,2]-pyrazol-3-yl)-2-pyridine carboxamide, 

3-(6-memoxy-pyridin-3-yl sulphanyI)-6-(4H-[l,2,4] triazol-3-yl sulphanyl>N~(lH-[l,2]-pyrazol-3-yl)- 

2- pyridine carboxamide, 

3- (4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4-methyI-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l-methyl- 
1 H-[ 1 ,2]-pyrazol-3-yI)-2-pyridine carboxamide. 

17. The compound which is 3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI-sulphanyl)-N- 
(thiazol-2-yI)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

18. The compound which is 3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-yl-sulphanyl)-N- 
(4-methoxymethyl-thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

19. The compound which is 3-(4-methoxymethyI-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
suIphanyl)-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

20. The compound which is 3-(6-methyI-pyridine-3-yl-sulphanyl)-6-(4H-[l ,2,4] triazoI-3-yI- 
sulphanyl)-N-(thiazoI-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

21. The compound which is 3-(hydroxyethyioxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 
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22. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3- 
yl-sulphanyl)-N-(thiazol-2-yl)-2 -pyridine carboxamide or pharmacologically acceptable salts thereof. 

23. The compound which is 3-(4-hydroxyethyl-phenyl suIphanyI)-6-(4H-[l,2,4] triazoi-3-yl- 
sulphanyl)-N-(thiazoI-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

24. The compound which is 3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-yl- 
sulphanyl)-N-(4-methyl-thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

25. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
sulphanyl)-N-([l,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

26. The compound which is 3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-([ 1,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

27. The compound which is 3-(4-dimethylaminoethyi oxy-phenyl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] 
triazol-3-yl sulphanyl)-N-([l,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

28. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
sulphanyl)-N-(3 -methyl- [ 1,2,4] thiadiazol-2-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

29. The compound which is 3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(5-methyl-4H-[ 1,2,4] triazol-3- 
yl sulphanyl)-N-(3-methyl-[1^2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

30. The compound which is 3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(3-methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 
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31. The compound which is 3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(3-methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof 

32. The' compound which is 3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(pyrazine-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

33. The compound which is 3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl 
sulphanyl)-N-(l-methyMH-pyrazol-3-yl)-2-pyridine carboxamide or pharmacologically acceptable 
salts thereof. 

34. The compound which is 3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl 
sulphanyl)-N-(l-methyl-lH-pyrazol-3-yl)-2-pyridine carboxamide or pharmacologically acceptable 
salts thereof. 

35. Medicinal composition formed from the following (l)-(3) used in order to treat, prevent, and/or 
delay the onset of type II diabetes 

(1) a compound represented by (I); 

(2) one or more compounds selected from the group comprising (a)-(g); 

(a) Other glucokinase activator. 

(b) . Bisguanide. 

(c) . PPAR agonist. 

(d) . Insulin. 

(e) . Somatostatin. 

(f) . a-glucosidase inhibitor. 

(g) . Secretion promoting agent of insulin. 

(3) Pharmacologically acceptable carrier. 

36. A giucokinase activator containing as an effective component, the compound in accordance with 
any of aforesaid 1 to 34. 

37. A diabetes mellitus therapeutic and/or preventive agent, containing as an effective component, the 
compound in accordance with any of aforesaid 1 to 34. 
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38. An obesity therapeutic and/or preventive agent, containing as an effective component, the 
compound in accordance with any of aforesaid 1 to 34. 

Ideal form for Carrying Out the Invention 

Meaning of term used ir> this ^specification is described below, and further the compound in accordance 
with this invention is described in greater detail. 

As "aryl group", hydrocarbon ring aryl group of carbon number 6-14, for example phenyl group, 
naphthyl group, biphenyl group, anthryl group and the like are nominated. 

As "lower alkyl group", preferably alkyl group having 1-6 C straight chain or branched is meant, and 
for example methyl group, ethyl group, propyl group, isopropyl group, butyl group, isobutyl group, 
sec-butyl group, tert-butyl group, pentyl group; isoamyl group, neopentyl group, isopentyl group, 1,1- 
dimethylpropyl group, 1-methylbutyl group, 2-methyl butyl group, 1,2-dimethylpropyl group, hexyl 
group, isohexyl group, 1-methyl pentyl group, 2-methyl pentyl group, 3-methyl pentyl group, 1,1- 
dimethylbutyl group, 1,2-dimethyl butyl group, 2,2-dimethylbutyl group, 1,3-dimethylbutyl group, 2,3- 
dimethyl butyl group, 3,3-dimethyl butyl group, 1 -ethyl butyl group, 2-ethyl butyl group, 1,2,2- 
trimethylpropyl group, l-ethyl-2-methylpropyl group and the like are nominated. 

As "cycloalkyl group", 3-7C monocyclic saturated hydrocarbon group is meant, and for example 
cyclopropyl group, cyclobutyl group, cyclopentyl group, cyclohexyl group, cycloheptyl group and the 
like are nominated. 

As "lower alkoxy group", the group in which hydrogen atom of hydroxy group is substituted with the 
aforesaid lower alkyl group is meant, and for example methoxy group, ethoxy group, propoxy group, 
isopropoxy group, butoxy group, sec-butoxy group, tert butoxy group, pentyloxy group, isopentyloxy 
group, hexyloxy group, isohexyloxy group and the like are nominated. 

As "alkyl sulphamoyl group", the group in which hydrogen atom of NH2 of sulphamoyl group is mono 
substituted with said alkyl group is meant, and for example methyl sulphamoyl group, ethyl 
sulphamoyl group, isopropyl sulphamoyl and the like are preferred. 

As "dialkyl sulphamoyl group", the group in which hydrogen atom of NH2 of said alkyl sulphamoyl 
group is disubstituted with said alkyl group which is the same or different is meant, and for example 
dimethyl sulphamoyl group, diethyl sulphamoyl group, methylethyl sulphamoyl group and the like are 
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nominated. 

As 'heteroaryl group", a 4-7 membered monocycle having 1-3 heteroatom selected from the group 
comprising oxygen atom, sulfur atom and nitrogen atom in the said heteroaryl group is meant, or 
bicyclic heteroaryl group in which the said monocycle heteroaryl group and pyridine ring or benzene 
ring are condensed is meant, and for example fury! group, thienyl group, pyrrolyl group, imidazolyl 
group, pyrazolyl group, thiazolyl group, thiadiazolyl group, isothiazolyl group, oxazolyl group, 
isoxazolyl group, pyridyl group, pyrimidinyl group, pyridazinyl group, pyrazolyl group, pyrazinyl 
group, quinolyl group, isoquinolyl group, quinazolinyl group, quinolidinyl group, quinoxalinyl group, 
cinnolinyl group, benzimidazolyl group, imidazopyridyl group, benzofuranyl group, naphthyridinyl 
group, 1,2-benzo isoxazolyl group, benzoxazolyl group, benzothiazolyl group, oxazolo pyridyl group, 
pyrido thiazolyl group, isothiazolo pyridyl group, benzothienyl group and the like are nominated. 

As "halogen atom", for example fluorine atom, chlorine atom, bromine atom and iodine atom are 
meant. 

As "lower alkyl carbamoyl group", mono substituted carbamoyl group with the aforesaid lower alkyl 
group is meant, and for example methylcarbamoyl group, ethyl carbamoyl group, propyl carbamoyl 
group, isopropyl carbamoyl group, butyl carbamoyl group, sec-butyl carbamoyl group, tert-butyl 
carbamoyl group and the like are nominated. 

As "dilower alkyl carbamoyl group", carbamoyl group disubstituted by the same or different aforesaid 
lower alkyl group is meant, and as "dilower alkyl carbamoyl group", for example dimethyicarbamoyl 
group, diethylcarbamoyl group, ethylmethyl carbamoyl group, dipropyl carbamoyl group, 
methylpropyl carbamoyl group, diisopropyl carbamoyl group and the like are nominated. 

As "lower alkyl amino group", amino group mono substituted by the aforesaid lower alkyl group is 
meant, and for example methyl amino group, ethylamino group, propylamino group, isopropyl-amino 
group, butyl amino group, sec-butylamino group or tert-butylamino group are nominated. 

As "dilower alkyl amino group", amino group disubstituted by the same or different aforesaid lower 
alkyl group is meant, and for example dimethylamino group, diethylamino group, dipropylamino 
group, methylpropyl amino group or diisopropylamino group and the like are nominated. 

As "alkanoyl group", the group in which said alkyl group and carbonyLgroup are bonded is meant, and 



©Rising Sun Communications Ltd. 



http://www.risingsun.co. uk 



WO04/81001 22 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 

for example methyl carbonyl group, ethyl carbonyl group, propyl carbonyl group, isopropyl carbonyl 
group and the like are nominated. 

As "alkanoyl amino group", the group in which said alkanoyl group and amino group are bonded is 
meant, and for example methyl carbonylamino group, ethyl carbonylamino group, isopropyl 
carbonylamino group and the like are nominated. 

As "alkylthio group", the group in which said alkyl group and sulfur atom are bonded is meant, and for 
example methylthio group, ethylthio group, propylthio group, isopropylthio group and the like are 
nominated. 

As "alkyl sulphinyl group", the group in which said alkyl group and sulphinyl group are bonded is 
meant, and for example methyl sulphinyl group, ethyl sulfmyl group, isopropyl sulfinyl group and the 
like are nominated. 

As "alkylsulfonyl group", the group in which said alkyl group and sulphonyl group are bonded is 
meatn, and for example methylsulfonyl group, ethylsulfonyl group, propyl sulphonyl group, isopropyl 
sulphonyl group and the like are nominated. 

As "alkylsulfonyl amino group", the group in which hydrogen atom of amino group is mono 
substituted by said alkylsulfonyl group is meant, and for example methylsulphonylamino group, 
ethylsulfonyl amino group, propyl sulfonyl amino group or isopropyl sulfonyl amino group and the like 
are nominated. 

As "alkoxycarbonyl group", the group in which hydrogen atom of carboxyl group is substituted with 
said alkyl group is meant, and for example methoxycarbonyl group, ethoxycarbonyl group, propyl 
oxycarbonyl group, isopropyl oxycarbonyl group and the like are nominated. 

As "1-6C divalent saturated hydrocarbon group", straight or branched chain 1-6C divalent saturated 
hydrocarbons group is meant, and in an embodiment, for example methylene group, ethylene group, 
propylene group, isopropylene group, butylene group and the like are nominated. 

In order to disclose further detail about the compounds represented by the aforesaid formula (I) of this 
invention, the various symbols used in formula (I) are explained with examples. 
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The A ring represented by formula (II) 



ring A 




(II) 

(in the formula, each symbol has the same aforesaid definitions) denotes an aryl group of a member of 
5-7 membered heteroaryl group or 6-10 which may have 1 or 2 substituents selected from the group 
comprising lower alkyl group, lower alkoxy group, hydroxy group, hydroxyalkyl group (also hydrogen 
atom of hydroxy group in said hydroxyalkyl group may be substituted it by lower alkyl group) and 
halogen atom in said A ring. 

As "5-7 membered heteroaryl group or 6-10 membered aryl group" represented by A ring, a 5 or 6 
membered heteroaryl group having at least 1 of nitrogen atom in said ring is preferred. 

As A ring, for example phenyl group isothiazolyl group imidazolyl group, oxazolyl group, thiadiazolyl 
group, thienyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrimidinyl group, furyl group, 
thiazolyl group, isoxazolyl group or pyrazolyl group and the like are nominated, among these triazolyl 
group, imidazolyl group, thiazolyl group, pyridyl group are preferred, and triazolyl group is more 
preferable. 

Next, the substituents on A ring are described. 

A ring in the said formula (1) may have substituents on the said ring. 

As substituents on A ring, lower alkyl alkoxy, halogen atom, hydroxy, hydroxyalkyl group (hydrogen 
atom of hydroxy group in hydroxyalkyl group may be substituted by alkyl group) are nominated. 
Among these, lower alkyl group, lower alkoxy group, hydroxy group, hydroxyalkyl group are 
preferred, and lower alkyl group is more preferred. 

In a further embodiment, as substituent on A ring, for example methyl group, ethyl group, isopropyl 
group, methoxy group, ethoxy group, hydroxy group, hydroxymethyl group, hydroxyethyl group, 
methoxy methyl group, fluorine atom, chlorine atom and the like are nominated, methyl group of 
among these, ethyl group are preferred, and methyl group is more preferred. 

Accordingly, as A ring as a whole, for example the groups represented by following formulae (VIII) 



©Rising Sun Communications Ltd. 



http://www. risingsun. co. uk 



WO04/81001 



24 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 




are preferable, and, the groups represented by following formulae (DC) 




Are more preferable. 



D denotes an oxygen atom or sulfur atom, but among these, it is preferred to be a sulfur atom. 



Next, B ring is described. 

B ring represented by the aforesaid formula (III) 

~~© rinsB 
(111) 

is bonded with nitrogen atom of the amide group of the aforesaid formula (1), and the C=N in said ring 
and amide group have relative positional relationship represented by following formula (X) 



O N ' 

1X?*J ringB 
H 

(X) 
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and represents a monocyclic or bicyclic heteroaryl group. 

The "monocyclic or bicyclic heteroaryl group" represented by B ring, has the same definition as 
"heteroaryl group" of aforesaid definition. 

As B ring, for example, thiazolyl group, imidazolyl group, isothiazolyl group, thiadiazolyl group, 
triazolyl group, oxazolyl group, isoxazolyl group, pyrazinyl group, pyridyl group, pyridazinyl group, 
pyrazolyl group, pyrimidinyl group, pyrido thiazolyl group or benzothiazolyl group and the like are 
nominated, among these, thiazolyl group, thiadiazolyl group, isoxazolyl group, pyrazinyl group, pyrido 
thiazolyl group or pyridyl group are preferred, and thiazolyl group, thiadiazolyl group, pyrido thiazolyl 
group or isoxazolyl group are more preferred. 

The B ring may have 1 or 2, preferably 1 substituent selected from the lower alkyl group, lower alkoxy 
group, halogen atom, trifluoromethyl group, hydroxy group, hydroxyalkyl group (hydrogen atom of 
hydroxy group in said hydroxyalkyl group may be substituted by lower alkyl group), amino alkyl 
group, alkanoyl group, carboxyl group, alkoxycarbonyl group and cyano group in the said ring. 

As substituent on B ring, among these, lower alkyl group, lower alkoxy group, halogen atom, 
hydroxyalkyl group (hydrogen atom of hydroxy group in said hydroxyalkyl group may be substituted 
by lower alkyl group), amino alkyl group or alkanoyl group are preferred, and, lower alkyl group, 
hydroxyalkyl group (hydrogen atom of hydroxy group in said hydroxyalkyl group may be substituted 
by lower alkyl group), alkanoyl group are more preferred. 

As substituent on B ring, in an embodiment, for example methyl group, ethyl group, propyl group, 
isopropyl group, butyl group, methoxy group, ethoxy group, propoxy group, isopropoxy group, butoxy 
group, chlorine atom, fluorine atom, bromine atom, hydroxymethyl group, hydroxyethyl group, 
methoxy methyl group, ethoxyethyl group, methoxyethyl group, methoxycarbonyl group, 
ethoxycarbonyl group, propoxy carbonyl group, aminomethyl group, aminoethyl group, aminopropyl 
group, methyl carbonyl group, ethyl carbonyl group, propyl carbonyl group and the like are nominated, 
and among these, methyl group, ethyl group, chlorine atom, fluorine atom, hydroxymethyl group, 
hydroxyethyl group, methoxymethyl group, methoxyethyl group, methoxycarbonyl group, 
ethoxycarbonyl group, aminomethyl group, aminoethyl group, methyl carbonyl group, ethyl carbonyl 
group, or the like are preferable, and methyl group, hydroxymethyl group, methoxymethyl group, 
methyl carbonyl group are more preferred. 
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Accordingly, as B ring as a whole, for example thiazol-2-yl group, 4-methyl-thiazol-2-yl group, 4- 
hydroxymethyl-thiazol-2-yl group, 4-methoxycarbonyl-thiazol-2-yl group, 4-methoxymethyI-thiazol-2- 
yl group, 4-ammomethyl-thiazol-2-yl group, 4-cyano-thiazol-2-yl group, 4-cyano-thiazol-2-yl group, 

4- fluoro-thiazol-2-yl group, imidazoI-2-yl group, 4-methyl-imidazol-2-yl group, 4-methoxycarbonyI- 
imidazol-2-yl group, iso thiazol-3-yl group, 4-hydroxymethyl-iso thiazol-3-yl group, [1,3,4] thiadiazol- 

2- yl group, 5-methyl carbonyl-[l,3,4] thiadiazol-2-yl group, [1,2,4] thiadiazol-5-yl group, 3-methyl- 
[1,2,4] thiadiazol-5-yl group, [1,2,41 triazol-2-yl group, 5-hydroxymethyl-[l,2,4] triazol-3-yl group, 
pyrazin-2-yl group, pyridin-2-yl group, 4-methyl-pyridin-2-yl group, 4-methoxymethyl-imidazol-2-yl 
group, 4-methyl carbonyl-imidazol-2-yl group, 5-hydroxymethyl-imidazol-2-yl group, 5-methyl-[l,3,4] 
thiadiazol-2-yl group, 5-fluoro-[l,3,4] thiadiazol-2-yl group, 5 -methyl- [1,2,4] triazol-2-yl group, 5- 
methyl carbonyl-[ 1,2,4] triazoI-3-yl group, isoxazol-3-yl group, 4-methoxymethyl-isoxazol-2-yl group- 

5- methyl-isoxazol-3-yl group, 5-hydroxymethyl-isoxazol-3-yl group, 5-methoxymethyl-isoxazol-3-yl 
group, 5-methyl carbonyl-isoxazol-3-yl group, 5-chloro-isoxazol-3-yl group, 5-aminomethyi-isoxazoI- 

3- yl group, 4 methyl- lH-pyrazol-3-yl group, l-methyl-pyrazol-3-yl group, 6-methyl-pyridazin-3-yl 
group, thiazol-4-yl group, 2-methyl-thiazol-4-yl group, isoxazol-3-yl group, pyrido thiazole group and 
the like are preferred. 

XI denotes a nitrogen atom, sulfur atom or oxygen atom, or a divalent saturated hydrocarbons group of 
carbon number 1-6. 

Wherein, as "divalent saturated hydrocarbons group of 1-6C", a 1-6 C alkylene group of the said 
definition is meant, and for example methylene group, propylene group, isopropylene group, butylene 
group are nominated. Moreover, when the carbon number of said divalent saturated hydrocarbon group 
is 2-6, any one of carbon atom in said divalent saturated hydrocarbons group may be replaced by 
nitrogen atom, sulfur atom or oxygen atom. 

In a further embodiment, as XI, for example, nitrogen atom, oxygen atom, sulfur atom, -CH2-, -N- 
CH 2 -, -S-CH 2 -, -0-CH 2 -, -CH 2 -N-, -CH 2 -S- or -CH 2 -CO- and the like are nominated, among these, 
preferably XI is nitrogen atom, sulfur atom, oxygen atom, -N-CH 2 - or CH 2 -, and it is more preferred 
to be sulfur atom. 

R2 and R3 may be the same or different, and denote a hydrogen atom, lower alkyl group, alkoxy group 
halogen atom. 

The "lower alkyl group" represented by R2 and R3, may be the same or different, and methyl group or 
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ethyl group is preferred, and more preferably, R2 and R3 are both methyl groups. 

The "lower alkoxy group" represented by R2 and R3, may be the same or different and preferably 
denote ethoxy group or methoxy group, and it is more preferred that R2 and R3 are both methoxy 
groups. 

As "halogen atom" represented by R2 and R3, fluorine atom, chlorine atom or bromine atom is 
preferred, and fluorine atom or chlorine atom is more preferred. 

As R2 and R3, preferably R2 and R3 are both hydrogen atoms. 

Rl means 6-10 membered aryl group, 5-10 membered heteroaryl group, 3-7C cycloalkyl group or 
lower alkyl group. The "6-10 membered aryl group" represented by Rl either denotes hydrocarbon 
ring aryl group of carbon number of 6-10 members, or a 9-10 membered bicyclic group formed by 
condensation of 5 or 6 membered aliphatic hetero ring having 1 or 2 heteroatoms selected from 
nitrogen atom, sulfur atom and oxygen atom in the ring (said aliphatic heterocycle may be substituted 
by oxy group) and benzene ring. 

As said 6-10 membered hydrocarbon ring aryl group, for example, phenyl group, naphthyl group, 
biphenyl group and the like are nominated, and among these, phenyl group is preferred. 

As said 9-10 membered bicyclic aryl group, in a further embodiment, for example ethylenedioxy 
phenyl group, methylenedioxyphenyl group, tetrahydroquinolinyl group, tetrahydroiso quinolinyl 
group, dihydroindolyl group, 2,3-dihydrobenzofuranyl group, 1,3-dihydroisobenzofuranyl group, oxy 
indolyl group, isoindolyl group and the like are nominated, and among these ethylenedioxy phenyl 
group or tetrahydroiso quinolinyl group is preferred. 

The "5-10 membered heteroaryl group" represented by Rl denotes a 5-7 membered monocyclic 
heteroaryl group or a 9-10 membered bicyclic heteroaryl group having 1-3 heteroatoms selected from 
oxygen atom, nitrogen atom and sulfur atom in said ring. 

As said 5-7 membered monocyclic heteroaryl group, in a further embodiment, for example isoxazolyl 
group, isothiazolyl group, imidazolyl group, oxazolyl group, thiazolyl group, thiadiazolyl group, 
thienyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrazinyl group, pyrimidinyl group, 
pyridazinyl group, pyrazolyl group, pyrrolyl group, pyranyl group, furyl group, furazanyl group, 
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imidazolidinyl group and the like are nominated. 

As said 9-10 membered bicyclic heteroaryl group, in a further embodiment, for example isoquinolyl 
group, isoindolyl group, indolyl group, quinolyl group, pyrido thiazolyl group, benzimidazolyl group, 
benzoxazolyl group, benzothiazolyl group, benzotriazolyl group, benzofuranyl group, imidazo 
pyridinyl group, tri azo pyridinyl group and the like are nominated. 

Among said 5-10 membered heteroaryl group, a 5-7 membered monocyclic heteroaryl group is 
preferred, and as a further embodiment pyridyl group, imidazolyl group, thiazolyl group, thienyl group 
are preferred. 

As "cycloalkyl group of carbon number 3-7" represented by Rl, the same groups as the said definition 
are nominated, arid among these, cyclopentyl group or cyclohexyl group is preferred. 

As "lower alkyl group" represented by Rl, the same groups as the said definition are nominated, and 
among these, propyl group and butyl group are preferred. 

As Rl, a 6-10 membered aryl group, 5-10 membered heteroaryl group and 3-7 membered cycloalkyl 
group are preferred, and a 6-10 membered aryl group and 5-10 membered heteroaryl group are more 
preferred. 

In an embodiment, for example phenyl group, naphthyl group, biphenyl group, isoxazolyl group, 
isothiazolyl group, imidazolyl group, oxazolyl group, thiazolyl group, titanium azolyl group, thienyl 
group, triazolyl group, tetrazolyl group, pyridyl group, pyrazinyl group, pyrimidinyl group, pyridazinyl 
group,-pyrazolyl group, pyrrolyl group, pyranyl group, furyl group, furazanyl group, imidazolidinyl 
group, isoquinolyl group, isoindolyl group, indolyl group, ethylenedioxy phenyl group, 
methylenedioxyphenyl group, quinolyl group, pyrido thiazolyl group, dihydroindolyl group, 
tetrahydroquinolinyl group, tetrahydroiso quinolinyl group, benzimidazolyl group, benzoxazolyl group, 
benzothiazolyl group, benzotriazolyl group, benzofuranyl group, cyclopropyl group, cyclobutyl group, 
cyclopentyl group, cyclohexyl group, cycloheptyl group, methyl group, ethyl group, propyl group, 
isopropyl group, butyl group, pentyl group and the like nominated, among these, phenyl group 
naphthyl group, pyridyl group, imidazolyl group, thiazolyl group, thienyl group, cyclopentyl group, 
cyclohexyl group and the like are preferred, and phenyl group, pyridyl group, imidazolyl group, 
thiazolyl group, thienyl group are even more preferred and phenyl group or pyridyl group is preferred 
furthermore. 
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Thereafter the substituents of Rl are described. 

As the substituent which Rl has, hydrogen atom, amino group, hydroxy group, hydroxy alky 1 group 
(hydrogen atom of said hydroxy group may be substituted by lower alkyl group), lower alkyl group 
(hydrogen atom in said lower alkyl group may be substituted by hydroxy group, alkoxy group, amino 
group, alkylamino group, dialkylamino group, halogen atom, carbamoyl group, mono or 
dialkylcarbamoyl group, carboxyl group, alkoxycarbonyl group or alkanoyl group), lower alkoxy 
group (the hydrogen group in methyl group or methylene group constituting the said lower alkoxy 
group may be substituted by hydroxy group, alkoxy group, amino group, alkylamino group, 
dialkylamino group, halogen atom, carbamoyl group, mono or di-lower alkyl carbamoyl group, 
carboxyl group, alkoxycarbonyl group or alkanoyl group), carbamoyl group, alkyl carbamoyl group, 
dialkyl carbamoyl group, carbamoyloxy group, carbamoyl amino group, cyano group, sulphamoyl 
group, trifluoromethyl group, halogen atom, formyl group, C2-6C alkanoyl group, N-C2-6C alkanoyl 
amino group, C1-6C alkylthio group, N-C1-6C alkyl sulphamoyl group, N,N-di-Cl-6C alkyl 
sulphamoyl group, C1-6C alkyl sulphinyl group, C1-6C alkylsulfonyl group, N-C1-6C alkylsulfonyl 
amino group, C1-6C alkoxycarbonyl group, C1-6C alkylamino group or N,N-Cl-C6-di-alkylamino 
group are nominated. 

Rl may have hydroxyalkyl group as substituent. As said hydroxyalkyl group, for example, 
hydroxymethyl group, hydroxyethyl group, hydroxypropyl group, hydroxy isopropyl group, 
hydroxybutyl group, hydroxy pentyl group and the like are preferred, and hydroxymethyl group, 
hydroxyethyl group, hydroxypropyl group, hydroxy isopropyl group are more preferred. 

Moreover, the hydrogen atom of said hydroxy group may be substituted by lower alkyl group of 1-6C, 
and, as the aforesaid substituted hydroxyalkyl group, for example methoxy methyl group, 1- 
methoxyethyl group, ethoxymethyl group, methoxyethyl group, propyl oxymethyl group and the like 
are nominated, among these, methoxy methyl group and methoxyethyl group are preferred, and 
methoxy methyl group is more preferred. 

Rl may have lower alkyl group as substituent As said lower alkyl group, the same groups as lower 
alkyl group of the said definition are nominated, among these, methyl group, ethyl group, propyl 
group, butyl group, isopropyl group or the like are preferred, and methyl group, ethyl groups and the 
like are more preferred. 
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When Rl has a lower alkyl group as substituent, the hydrogen atom in said lower alkyl group may be 
substituted by hydroxy group, lower alkoxy group, amino group, mono alkyl amino group or 
dialkylamino group. As said lower alkyl group, for example hydroxymethyl group, hydroxyethyl 
group, methoxy methyl group, ethoxymethyl group, methoxyethyl group, aminomethyl group, amino 
ethyl group, aminopropyl group, methylaminomethyl group, ethylamino methyl group, 
dimethylaminomethyl group, ethyl-methylaminomethyl group, aminomethyl group, 2-amino-ethyl 
group, 1-amino-ethyl group, 3 -amino -propyl group, 2-amino-l -methyl-methyl group, 2-amino-propyl 
group, 4-amino-butyl group, 2-amino-l -methyl-propyl group, 2-amino-butyl group, 5-amino-pentyl 
group, 3-amino-l,2-dimethyl-propyl group, 6-amino-hexyl group and the like are nominated, among 
these, aminomethyl group, 2-amino-ethyl group, 1-amino-ethyl group, 3-amino-propyl group, 3-amino- 
1 -methyl-ethyl group, 2-amino-propyl group are preferred, and 2-amino-ethyl group or 3-aminopropyl 
group is more preferred. 

Rl may have lower alkoxy group as substituent (1 of hydrogen atom in said lower alkoxy group may 
be substituted by hydroxy group or amino group). 

As said alkoxy group, the same groups as in alkoxy group of the said definition are nominated, among 
these, methoxy group, ethoxy group, propoxy group, isopropoxy group and the like are preferred, and 
methoxy group or ethoxy group is more preferred. When the hydrogen atom in said alkoxy group is 
substituted by hydroxy group, for example 2-hydroxy-ethoxy group, 3 -hydroxy -propoxy group, 4- 
hydroxy-butoxy group, 2-hydroxy-l-methyl-ethoxy group, 2-hydroxy-propoxy group, 3-hydroxy-2- 
methyl-propoxy group, 3-hydroxy-butoxy group and the like are nominated, and among these, for 
example 2-hydroxy-ethoxy group, 3-hydroxy-propoxy group, 2-hydroxy-l-methyl-ethoxy group and 
the like are preferred, and 2-hydroxyethoxy group is more preferred. 

When hydrogen atom in said alkoxy group is substituted by amino group, said amino group may be 
further substituted by 1 or 2 lower alkyl groups. When said amino group is substituted by two lower 
alkyl groups, said lower alkyl groups may be the same or different, and alkylamino alkoxy group or 
dialkylamino alkoxy group is preferred, and dialkylamino ethoxy group is more preferred. 

In a further embodiment, for example amino ethoxy group, methyl amino ethoxy group, 
dimethylaminoethoxy group, dimethylamino propoxy group and the like are nominated, among these, 
methylamino ethoxy group or dimethylaminoethoxy group are preferred, and dimethylaminoethoxy 
group is more preferred. 
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Rl may have a lower alkyl carbamoyl group as substituent. As said lower alkyl carbamoyl group, the 
same groups as in lower alkyl carbamoyl group of the said definition are nominated, a lower alkyl 
carbamoyl group of 1-5 C is preferred, and 1-3 C lower alkyl carbamoyl group is more preferred. In a 
further embodiment, as said lower alkyl carbamoyl group, for example methylcarbamoyl group, ethyl 
carbamoyl group, propyl carbamoyl group and the like are preferred, and methylcarbamoyl group is 
more preferred. 

Rl may have dilower alkyl carbamoyl group as substituent. As said dilower alkyl carbamoyl group, the 
same groups as in dilower alkyl carbamoyl group of the said definition are nominated, for example 
dimethylcarbamoyl group, diethylcarbamoyl group, ethylmethylcarbamoyl group are nominated, and 
dimethylcarbamoyl group is more preferred. 

Rl may have halogen atom as substituent. As said halogen atom, the same atoms as in halogen atom of 
the said definition are nominated, for example fluorine atom, chlorine atom, bromine atom and the like 
are nominated, and among these, fluorine atom or chlorine atom is more preferred. 

Rl may have C2-C6 alkanoyl group as substituent. As said C2-6C alkanoyl group, the same alkanoyl 
groups as in C2-C6 alkanoyl group of the said definition are nominated, as a further embodiment for 
example methyl carbonyl group, ethyl carbonyl group, propyl carbonyl group or isopropyl carbonyl 
group are preferred, and methyl carbonyl group or ethyl carbonyl group is more preferred. 

Rl may have N-C2-C6-alkanoyl amino group as substituent In a further embodiment, as said N-C2- 
C6-alkanoyl group, for example ethyl carbonylamino group, propyl carbonylamino group, isopropyl 
carbonylamino group and the like are preferred, and methyl carbonylamino group, ethyl carbonylamino 
group are more preferred. 

Rl may have C1-6C alkylthio group as substituent. As said alkylthio group, the same groups same as 
in alkylthio group of the said definition are nominated. In a further embodiment, as said alkylthio 
group, for example methylthio group, ethylthio group, propyithio group, isopropylthio group and the 
like are preferred, and methylthio group and ethylthio group are more preferred. 

Rl may have alkyl sulphamoyl group as substituent. As said alkyl sulphamoyl group, the same groups 
as in the aforesaid definition are nominated. As said alkyl sulphamoyl group, for example methyl 
sulphamoyl group, ethyl sulphamoyl group, propyl sulphamoyl group and the like are preferred, and 
methyl sulphamoyl group and ethyl sulphamoyl group are more preferred. 
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Rl may have dialkyl sulphamoyl group as substituent. As said dialkyl sulphamoyl group, the same 
groups as in the aforesaid definition are nominated. In a further embodiment, as said dialkyl 
sulphamoyl group, for example dimethyl sulphamoyl group, diethyl sulphamoyl group and the like are 
preferred, and dimethyl sulphamoyl group is more preferred. 

Rl may have alkyl sulfinyl group as substituent. As said alkyl sulfinyl group, the same groups as in the 
aforesaid definition are nominated. In a further embodiment, as said alkyl sulphinyl group, for example 
methylsulfinyl group, ethyl sulphinyl group, propyl sulphinyl group, isopropyl sulfinyl group and the 
like are preferred, and methyl sulphinyl group and ethyl sulphinyl group are more preferred. 

Rl may have alkylsulfonyl group as substituent. As said alkylsulfonyl group, the same groups as in the 
aforesaid definition are nominated. In a further embodiment, as said alkylsulfonyl group, for example 
methylsulfonyl group, ethylsulfonyl group, propyl sulphonyl group, isopropyl sulphonyl group and the 
like are preferred, and methylsulfonyl group and ethylsulfonyl group are more preferred. 

Rl may have alkylsulfonyl amino group as substituent. As said alkylsulfonyl amino group, the same 
groups as in the aforesaid definition are nominated. In a further embodiment, as said alkylsulfonyl 
amino group, for example methylsulphonylamino group, ethylsulfonyl amino group, propyl sulfonyl 
amino group, isopropyl sulfonyl amino group and the like are preferred, and methylsulphonylamino 
group and ethylsulfonyl amino group are more preferred. 

Rl may have alkoxycarbonyl group as substituent. As far as said alkoxycarbonyl group, the same 
groups as in the aforesaid definition are nominated. Further in an embodiment, as said alkoxycarbonyl 
group,- for example methoxycarbonyl group, ethoxycarbonyl group, isopropoxy carbonyl group, 
propoxy carbonyl group and the like are preferred, and methoxycarbonyl group and ethoxycarbonyl 
group are more preferred. 

Rl may have alkylamino group as substituent. As said alkylamino group, the same groups as in the 
aforesaid definition are nominated. In a further embodiment, as said alkylamino group, for example 
methylamino group, ethylamino group and the like are preferred, and methylamino group is more 
preferred. 

Rl may have N,N~di-Cl-6C alkylamino group as substituent. As N,N-di-Cl-6C alkylamino group, for 
example dimethylamino group, diethylamino group, ethyl-methyl-amino group are preferred, and 
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dimethylamino group is more preferred. 

Rl may have cyclic amino group of 5 or 6 members as substituent As said cyclic amino group of 5 or 
6 members, the same groups as in aforesaid definition of "cyclic amino group" are nominated. As 
"substituent of Rl", for example pyrrolidinyl group, piperazinyl group or morpholinyl group and the 
like are preferred, and piperidinyl group or morpholinyl group is more preferred. 

As substituent of Rl, among these, hydrogen atom, hydroxy alky 1 group, lower alkyl group, lower 
alkoxy group, carbamoyl group, alkylcarbamoyl group, cyano group, trifluoromethyl group, halogen 
atom, C2-6C alkanoyl group, N-C2-6C alkanoyl amino group, C1-6C alkylsulfonyl group, C1-6C 
alkylamino group or amino alkyl group are preferred, and lower alkyl group, lower alkoxy group, 
alkylcarbamoyl group, halogen atom, C1-6C alkylsulfonyl group or amino alkyl group are more 
preferred. 

Accordingly, as a further embodiment as -Xl-Rl, for example, phenyl sulphanyl group, 4- 
hydroxyethyl-phenyl sulphanyl group, 3-hydroxymethyl-phenyl sulphanyl group, 2-hydroxymethyl- 
phenyl sulphanyl group, 4-methyl-phenyl sulphanyl group, 3-methyl-phenyl sulphanyl group, 2- 
methyl-phenyl sulphanyl group, 4-isopropyl-phenyl sulphanyl group, 4-methoxy-phenyl sulphanyl 
group, 4-methoxymethyl-phenyl sulphanyl group, 3-methoxy-phenyl sulphanyl group, 2-ethoxy-phenyl 
sulphanyl group, 4-ethoxy-phenyl sulphanyl group, 4-hydroxymethyl-phenyl sulphanyl group, 4- 
hydroxyethyl oxy-phenyl sulphanyl group, 4-carbamoyl-phenyl sulphanyl group, 4-methylcarbamoyl- 
phenyl sulphanyl group, 4-dimethylcarbamoyl-phenyl sulphanyl group, 4-isopropyl carbamoyl-phenyl 
sulphanyl group, 4-cyano-phenyl sulphanyl group, 4-trifluoromethyl-phenyl sulphanyl group, 4-fluoro- 
phenyl sulphanyl group, 3-chloro-phenyl sulphanyl group, 2-fluoro-phenyl sulphanyl group, 4-methyl 
carbonyl.-phenyl sulphanyl group, 4-ethyl carbonyl-phenyl sulphanyl group, 3-methyl carbonyl-phenyl 
sulphanyl group, 3-ethyl carbonyl-phenyl sulphanyl group, 4-methyl carbonylamino-phenyl sulphanyl 
group, 4-ethyl carbonyl-phenyl sulphanyl group, 4-isopropyl carbonyl-phenyl sulphanyl group, 4- 
methylsulfonyl-phenyl sulphanyl group, 3-ethylsulfonyl-phenyl sulphanyl group, 4-methylsulfonyl- 
phenyl sulphanyl group, 4-isopropyl sulfonyl-phenyl sulphanyl group, 4-methylamino-phenyl 
sulphanyl group, 3-ethylamino-phenyl sulphanyl group, 2-methylamino-phenyl sulphanyl group, 4- 
aminomethyl-phenyl sulphanyl group, 3-aminomethyl-phenyl sulphanyl group, 4-amino ethyl-phenyl 
sulphanyl group, 4-dimethylaminoethyl oxy-phenyl sulphanyl group, thiazol-2-yl-sulphanyl group, 4- 
hydroxymethyl-thiazol-2-yl group, 5-hydroxymethyl-thiazol-2-yl-sulphanyl group, 4-hydroxyethyl- 
thiazol-2-yl-sulphanyl group, 4-methyl-thiazol-2-yl-sulphanyl group, 5-methyl-thiazol-2-yl-sulphanyl 
group, 4-ethyl-thiazol-2-yl-sulphanyl group, 4-methoxy-thiazol-2-yl-sulphanyl group, 4-ethoxy- 
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thiazol-2-yl-sulphanyl group, 4-carbamoyl-thiazole-2 yl-sulphanyl group, 5-carbamoyl-thiazol-2-yl- 
sulphanyl group, 4-methylcarbamoyl-miazol-2-yl-sutphanyl group, 4-ethyl carbamoyl-thiazoi-2-yl- 
sulphanyl group, 4-isopropyl-thiazol-2-yl-suIphanyl group, 4-cyano-thiazol-2-yl-sulphanyl group, 4- 
chloro-thiazol-2-yl-sulphanyl group, 4-fluoro-thiazol-2-yl-sulphanyl group, 4-methyl carbonyl-thiazol- 
2-yI-sulphanyl group, 4-ethyl carbonyl-thiazol-2-yl-suIphanyl group, 4-ethyl carbonylamino-thiazol-2- 
yl-sulphanyl group, 4-methyl carbonylamino-thiazol-2-yl-sulphanyl group, 4-raethylsulfonyl-thiazol-2- 
yl-sulphanyl group, 4-ethylsulfonyl-thiazol-2-yl-sulphanyl group, 3-methylsulfonyl-thiazol-2-yl- 
sulphanyl group, 4-isopropyl-sulfonyl-thiazol-2-yl-sulphanyl group, 4-methylamino-thiazol-2-yl- 
sulphanyl group, 3-methyIamino-thiazol-2-yl-sulphanyl group, 4-ethylamino-thiazol-2-yl-sulphanyl 
group, 4-aminomethyl-thiazol-2-yl-sulphanyl group, 4-amino ethyl-thiazol-2-yl-sulphanyl group, 
pyridine-2-yl-sulphanyl group, pyridine-3-yl-sulphanyl group, pyridine-4-yl-sulphanyl group, 6- 
hydroxymethyl-pyridine-3-yl-sulphanyl group, 4-hydroxymethyl-pyridine-5-yl-sulphanyl group, 4- 
hydroxymethyl-pyridine-6-yl-sulphanyl group, 3-hydroxymethyl-pyridine-6-yl-sulphanyl group, 4- 
methyl-pyridine-5-yl-sulphanyl group, 4-methyl-pyridine-6-yl-sulphanyl group, 6-methyl-pyridine-3- 
yl-sulphanyl group, 6-methoxy-pyridine-3-yl-sulphanyl group, 6-ethoxy-pyridin-3-yl sulphanyl group, 
6-methyl-pyridine-3-yl-suIphanyl group, 2-carbamoyl-pyridine-4-yl-sulphanyl group, 6-carbamoyl- 
pyridine-3-yl-sulphanyl group, 6-methylcarbamoyl-pyridine-3-yl-sulphanyl group, 2- 
methylcarbamoyl-pyridine-4-yl-sulphanyl group, 2-cyano-pyridine-4-yl-sulphanyl group, 6-cyano- 
pyridine-3-yl-suiphanyl group, 2-trifluoromethyl-pyridine-4-yl-sulphanyl group, 6-trifluoromethyl- 
pyridine-3-yl-sulphanyl group, 2-chloro-pyridine-4-yl-sulphanyl group, 6-chloro-pyridine-3-yl- 
sulphanyl group, 2-fluoro-pyridine-4-yl-sulphanyl group, 6-fluoro-pyridine-3-yl-sulphanyl group, 2- 
methyl carbonyl-pyridine-4-yl-sulphanyl group, 6-methyl carbonyl-pyridine-3-yl-sulphanyl group, 2- 
ethyl carbonyl-pyridine-4-yl-sulphanyl group, 6-ethyl carbonyl-pyridine-3 -yl-sulphanyl group, 2- 
methylsulfonyl-pyridine-4-yl-sulphanyl group, 6-methylsulfonyl-pyridine-3-yl-sulphanyi group, 2- 
ethylsulfonyl-pyridine-4-yl-sulphanyl group, 6-isopropyl sulfonyl-pyridine-3-yl-sulphanyl group, 2- 
methyl carbonylamino-pyridine-4-yl-sulphanyl group, 6-methyl carbonylamino-pyridine-3-yl- 
sulphanyl group, 2-methylamino-pyridine-4 yl-sulphanyl group, 6-methylamino-pyridine-3-yl- 
sulphanyl group, 2-ethylamino-pyridine-4-yl-sulphanyl group, 6-ethylamino-pyridine-3-yl-sulphanyl 
group, 2-aminomethyl-pyridine-4-yl-sulphanyl group, 6-aminomethyl-pyridine-3-yl-sulphanyl group, 
4-hydroxyethyl-phenylamino group, 3-hydroxymethyl-phenylamino group, 2-hydroxymethyl- 
phenylamino group, 4 -methyl -phenylamino group, 3-methyl-phenylamino group, 2-methyl- 
phenylamino group, 4-ethyl-phenylamino group, 4-isopropyl-phenylamino group, 4-methoxy- 
phenylamino group, 3-methoxy-phenylamino group, 2-ethoxy-phenylamino group, 4-ethoxy- 
phenylamino group, 4-hydroxymethyl-phenylamino group, 4-carbamoyl-phenylamino group, 4- 
methylcarbamoyl-phenylamino group, 4-isopropyl carbamoyl-phenylamino group, 4-cyano- 
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phenylamino group, 4-trifluoromethyl-phenylamino group, 4-fluoro-phenylamino group, 3-chloro- 
phenylamino group, 2-fluoro-phenylamino group, 4-methyl carbonyl-phenylamino group, 4-ethyI 
carbonyl-phenylamino group, 3-methyl carbonyl-phenylamino group, 3-ethyl carbonyl-phenylamino 
group, 4-methyl carbonylamino-phenylamino group, 4-ethyl carbonylamino-phenylamino group, 4- 
isopropyl carbonylamino-phenylamino group, 4-methylsulfonyl-phenylamino group, 3-ethylsulfonyl- 
phenylamino group, 4-isopropyl sulfonyl-phenylamino group, 4-methylamino-phenylamino group, 3- 
ethylamino-phenylamino group, 4-aminomethyl -phenylamino group, 3-aminomethyl-phenylamino 
group, 4-amino ethyl-phenyl amino group, 3-amino ethyl-phenylamino group, 4-methyl-thiazole- 
ylamino group, 5-methyl-thiazol-2-ylamino group, 4-ethyl-thiazol-2-ylamino group, 5-ethyl-thiazol-2- 
ylamino group, 4-ethoxy-thiazol-2-ylamino group, 5-methoxy-thiazol-2-ylamino group, 4-carbamoyl- 
thiazol-2-ylamino group, 5-carbamoyl-thiazol-2-ylamino group, 4-methylcarbamoyl-tmazol-2-ylamino 
group, 4-ethyl carbamoyl-thiazol-2-ylamino group, 4-methyl-thiazol-2-ylamino group, 4-ethyl-thiazol- 
2-ylamino group, 4-cyano-thiazol-2-ylamino group, 4-chloro-thiazoI-2-ylamino group, 4-fluoro- 
thiazol-2-ylamino group, 4-methylcarbamoyl-thiazoI-2-ylamino group, 4-ethyl carbamoyl-thiazol-2- 
ylamino group, 4-isopropyl-thiazoI-2-ylamino group, 4-cyano-thiazol-2-ylamino group, 4-chloro- 
thiazol-2-ylamino group, 4-fluoro-thiazol-2-ylamino group, 4-methyl carbonyl-thiazol-2-ylamino 
group, 4-ethyl carbonyl-thiazol-2-ylamino group, 4-ethyl carbonylamino-thiazol-2-ylamino group, 4- 
methyl carbonylamino-thiazol-2-ylamino group, 4-methylsulfonyl-thiazol-2-ylamino group, 4- 
ethylsulfonyl-thiazol-2-ylamino group, 3-methylsulfonyl-thiazol-2-ylamino group, 4-isopropyl- 
sulfonyl-thiazol-2-ylamino group, 4-methylamino-thiazol-2-ylamino group, 3-methylamino-thiazol-2- 
ylamino group, 4-ethylamino-thiazol-2-ylamino group, 4-aminomethyl-thiazol-2-ylamino group, 4- 
amino ethyl-thiazol-2-ylamino group, 3-aminomethyl-thiazol-2-ylamino group, pyridine-4-ylamino 
group, 6-hydroxymethyl-pyridine-3-ylamino group, 3-hydroxymemyl-pyridme-4-ylamino group, 4- 
hydroxymethyl-pyridine-2-ylamino group, 5-hydroxymethyl-pyridine-2-ylamino group, 3-methyl- 
pyridine-4-yl-sulphanyl group, 4-methyl-pyridine-2-ylamino group, 6-methyl-pyridine-3-ylamino 
group, 6-methoxy-pyridine-3-ylamino group, 6-methyl-pyridine-3-ylamino group, 2-carbamoyl- 
pyridine-4-ylamino group, 6-carbamoyl-pyridine-3-ylamino group, 6-raethylcarbamoyl-pyridine-3- 
ylamino group, 2-methylcarbamoyl-pyridine-4-ylamino group, 2-cyano-pyridine-4-ylamino group, 6- 
cyano-pyridine-3-ylamino group, 2-trifluoromethyl-4-ylamino group, 6-trifluoromethyl-pyridine-3- 
ylamino group, 2-chloro-pyridine-4-ylamino group, 6-chloro-pyridine-3-ylamino group, 2-fluoro- 
pyridine-4-ylamino group, 6-fluoro-pyridine-3-ylamino group, 2-methyl carbonyl-pyridine-4-ylamino 
group, 6-methyl carbonyl-pyridine-3-ylamino group, 2-ethyl carbonyl-pyridine-4-ylamino group, 6- 
ethyl carbonyi-pyridine-3-ylamino group, 2-methylsulfonyl-pyridine-4-ylamino group, 6- 
methylsulfonyl-pyridine-3-ylamino group, 2-ethylsulfonyl-pyridine-4-ylamino group, 6-isopropyl 
sulfonyl-pyridine-3-ylamino group, 2-methyl carbonylamino-pyridine-4-ylamino group, 6-methyl 
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carbonylamino-pyridine-3-ylamino group, 2-methylamino-pyridine-4 ylamino group, 6-methylamino- 
pyridine-3-ylamino group, 2-ethylamino-pyridine-4-ylamino group, 6-ethylamino-pyridine-3-ylamino 
group, 2-aminomethyl-pyridine-4-yIamino group, 6-aminomethyl-pyridine-3-ylamino group, 4- 
hydroxymethyl-phenoxy group, 4-hydroxyethyl-phenoxy group, 3-hydroxymethyl-phenoxy group, 3- 
hydroxyethyl-phenoxy group, 4-methyl-phenoxy group, 3 -ethyl-phenoxy group, 4-methoxy-phenoxy 
group, 3-methoxy-phenoxy group, 4-ethoxy-phenoxy group, 4-carbamoyI-phenoxy group, 3- 
carbamoyl-phenoxy group, 4-methylcarbamoyl-phenoxy group, 3-isopropyl carbamoyl-phenoxy group, 
4-cyano-phenoxy group, 3-cyano-phenoxy group, 4-trifluoromethyl-phenoxy group, 3-trifluoromethyl- 
phenoxy group, 4-chloro-phenoxy group, 3-chloro-phenoxy group, 4-fluoro-phenoxy group, 3-fluoro- 
phenoxy group, 4-methyl carbonyl-phenoxy group, 3-methyl carbonyl-phenoxy group, 4-ethyl 
carbonyl-phenoxy group, 4-methyl carbonylamino-phenoxy group, 3-methyl carbonylamino-phenoxy 
group, 4-methylsulfonyl-phenoxy group, 3-methylsulfonyl-phenoxy group, 4-ethylsulfonyl-phenoxy 
group, 3-ethylsulfonyl-phenoxy group, 4-methyl amino-phenoxy group, 3-methylamino-phenoxy 
group, 4-ethylamino-phenoxy group, 3-ethylamino-phenoxy group, 4-aminomethyl-phenoxy group, 3- 
aminomethyl-phenoxy group, 4-amino ethyl-phenoxy group, 3-amino ethyl-phenoxy group, 4- 
hydroxyethyl-phenylmethyl amino group, 3-hydroxymethyl-phenylmethyl amino group, 2- 
hydroxymethyl-phenylmethyl amino group, 4 -methyl -phenylme thy 1 amino group, 3-methyl- 
phenylmethyl amino group, 2-methyl-phenylmethyl amino group, 4-ethyl-phenylmethyl amino group, 
4-isopropyl-phenylmethyl amino group, 4-methoxy-phenylmethyl amino group, 3-methoxy- 
phenylmethyl amino group, 2-ethoxy-phenylmethyl amino group, 4-ethoxy-phenylmethyl amino 
group, 4-hydroxymethyl-phenylmethyl amino group, 4-carbamoyl-phenyl methylamino group, 4- 
methylcarbamoyl-phenylmethyl amino group, 4-isopropyl carbamoyl-phenylmethyl amino group, 4- 
cyano-phenylmethyl amino group, 4-trifluoromethyl-phenylmethyl amino group, 4-fluoro- 
phenylmethyl amino group, 3-chloro-phenylmethyl amino group, 2-chloro-phenylamino methyl group, 
2-fluoro-phenylmethyl amino group, 4-methyl carbonyl-phenylmethyl amino group, 4-ethyl carbonyl- 
phenylmethyl amino group, 3-methyl carbonyl-phenylmethyl amino group, 3-ethyl carbonyl- 
phenylmethyl amino group, 4-methyl carbonylamino-phenylmethyl amino group, 4-ethyl 
carbonylamino-phenylmethyl amino group, 4-isopropyl carbonylamino-phenylmethyl amino group, 4- 
methylsulfonyl-phenylmethyl amino group, 3-ethylsulfonyl-phenylmethyl amino group, 4-isopropyl 
sulfonyl-phenylmethyl amino group, 4-methylamino-phenylmethyl amino group, 3-ethylamino- 
phenylmethyl amino group, 4-aminomethyl-phenylmethyl amino group, 3-aminomethyl-phenylmethyl 
amino group, 4-amino ethyl-phenylmethyl amino group, 3-amino ethyl-phenylmethyl amino group, 4- 
methyl-thiazole-ylmethyi amino group, 5-methyl-thiazol-2-ylmethyl amino group, 4-ethyl-thiazol-2- 
ylmethyl amino group, 5-ethyl-thiazol-2-yl methylamino group, 4-ethoxy-thiazol-2-ylmethyl amino 
group, 5-methoxy-thiazol-2-yl methylamino group, 4-carbamoyl-thiazol-2-ylmethyl amino group, 5- 
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carbamoyl-thiazol-2-ylmethyl amino group, 4-memylcarbamoyl-thiazol-2-ylmethyl amino group, 4- 
ethyl carbamoyl-thiazol-2-yl methylamino group, 4-methyl-thiazole-2 yl methylamino group, 4-ethyl- 
thiazol-2-ylmethyl amino group, 4-cyano-thiazol-2-yl methylamino group, 4-chIoro-thiazol-2-yl 
methylamino group, 4-fluoro-thiazol-2-yl methylamino group, 4-methylcarbamoyl-thiazol-2-ylmethyl 
amino group, 4-ethyl carbamoyl-thiazole-2 yl methylamino group, 4-isopropyl-thiazol-2-yl 
methylamino group, 4-cyano-thiazol-2-yl methylamino group, 4-chloro-thiazol-2-yl methylamino 
group, 4-fluoro-thiazoI«2-yl methylamino group, 4-methyl carbonyl-thiazol-2-ylmethyl amino group, 
4-ethyl carbonyl-thiazoi-2-yl methylamino group, 4-ethyl carbonylamino-thiazol-2-yl methylamino 
group, 4-methyl carbonylamino-thiazol-2-yl methylamino group, 4-methylsulfonyl-thiazol-2-yl 
methylamino group, 4-ethylsulfonyl-thiazoU2-ylmethyl amino group, 3-methylsulfonyl-thiazol-2-yl 
methylamino group, 4-isopropyl-sulfonyl-thiazol-2-yl methylamino group, 4-methylamino-thiazole-2- 
yl methylamino group, 3-methylamino-thiazol-2-ylmethyl amino group, 4-ethylamino-thiazol-2-yl 
methylamino group, 4-aminomethyl-thiazol-2-yl methylamino group, 4-amino ethyl-thiazol-2-ylmethyl 
amino group, 3-aminomethyl-thiazol-2-yl methylamino group, pyridine-4-ylmethyl amino group, 6- 
hydroxymethyl-pyridin-3-yl methylamino group, 3-hydroxymethyl-pyridin-4-yl methylamino group, 4- 
hydroxymethyl-pyridine-2-ylmethyl amino group, 5-hydroxymethyl-pyridin-2-yl methylamino group, 
3-methyl-pyridine-4-yl-sulphanyl group, 4-methyl-pyridin-2-yl methylamino group, 6-methyl-pyridin- 
3-yl methylamino group, 6-memoxy-pyridino-3-ylm ethyl amino group, 6-methyl-pyridin-3-yl 
methylamino group, 2-carbamoyl-pyridine-4-ylmethyl amino group, 6-carbamoyl-pyridine-3-ylmethyl 
amino group, 6-methylcarbamoyl-pyridine-3-ylmethyl amino group, 2-methylcarbamoyl-pyridin-4-yl 
methylamino group, 2-cyano-pyridine-4-ylmethyl amino group, 6-cyano-pyridin-3-yl methylamino 
group, 2-trifluoromethyl-4-yl methylamino group, 6-trifluoromethyl-pyridin-3-yl methylamino group, 
2-chloro-pyridin-4-yl methylamino group, 6-chloro-pyridin-3-yl methylamino group, 2-fluoro- 
pyridine-4-ylmethyl amino group, 6-fluoro-pyridin-3-yl methylamino group, 2-methyl carbonyl- 
pyridin-4-yl methylamino group, 6-methyl carbonyl-pyridin-3-yl methylamino group, 2-ethyl 
carbonyl-pyridin-4-yl methylamino group, 6-ethyl carbonyi-pyridin-3-yl methylamino group, 2- 
methylsulfonyl-pyridine-4-ylmethyl amino group, 6-methylsulfonyl-pyridin-3-yl methylamino group, 
2-ethylsulfonyl-pyridin-4-yi methylamino group, 6-isopropyl sulfonyl-pyridin-3-yl methylamino 
group, 2-methyl carbonylaniino-pyridin-4-yl methylamino group, 6-methyl carbonylamino-pyridin-3- 
yl methylamino group, 2-methylamino-pyridin-4-yl methylamino group, 6-memylamino-pyridine-3- 
ylamino group, 2-ethylamino-pyridine-4-ylamino group, 6-ethyIamino-pyridine-3-ylamino group, 2- 
aminomethyl-pyridine-4-ylamino group, 6-aminomethyl-pyridin-3-yl methylamino group, 3- 
hydroxymethyl-phenylmethyl group, 2-hydroxymethyI-phenylmethyl group, 4-methyl-phenylmethyl 
group, 3-methyl-phenylmethyl group, 2-methyl-phenylmethyl group, 4-methyl-phenylmethyl group, 4- 
isopropyl-phenylmethyl group, 4-methoxy-phenylmethyl group, 3-methoxy-phenylmethyl group, 2- 
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ethoxy-phenylmethyl group, 4-ethoxy-phenylmethyl group, 4-hydroxymethyl-phenylmethyl group, 4- 
carbamoyl-phenylmethyl group, 4-methylcarbamoyl-phenylmethyl group, 4-isopropyl carbamoyl- 
phenylmethyl group, 4-cyano-phenylmethyl group, 4-trifluoromethyl-phenylmethyl group, 4-fluoro- 
phenylmethyl group, 3-chloro-phenylmethyl group, 2-fluoro-phenylmethyl group, 4-methyl carbonyl- 
phenylmethyl group, 4-ethyl carbonyl-phenylmethyl group, 3-methyl carbonyl-phenylmethyl group, 3- 
ethyl carbonyl-phenylmethyl group, 4-methyl carbonylamino-phenyl methyl group, 4-ethyl carbonyl- 
phenylmethyl group, 4-isopropyl carbonyl-phenylmethyl group, 4-methylsulfonyl-phenylmethyl group, 

3- ethylsulfonyl-phenylmethyl group, 4-methylsulfonyl-phenylmethyl group, 4-isopropyl sulfonyl- 
phenylmethyl group, 4-methylamino-phenylmethyl group, 3-ethylamino-phenylmethyl group, 2- 
methylamino-phenylmethyl group, 4-aminomethyl-phenylmethyl group, 3 -aminomethy 1-pheny lmethy 1 
group, 4-amino ethyl-phenylmethyl group, thiazol-2-ylmethyl group, 4-hydroxymethyl-thiazol-2-yl 
group, 5-hydroxymethyl-thiazol-2-yl methyl group, 4-hydroxyethyl-thiazol-2-ylmethyl group, 4- 
methyl-thiazol-2-yl methyl group, 5-methyl-thiazol-2-yl methyl group, 4-ethyl-thiazol-2-yl methyl 
group, 4-methoxy-thiazol-2-ylmethyl group, 4-ethoxy-thiazol-2-yl methyl group, 4 -carbamoyl- 
thiazole-2 ylmethyl group, 5-carbamoyl-thiazol-2-yl methyl group, 4-methylcarbamoyl-thiazol-2- 
ylmethyl group, 4-ethyl carbamoyl-thiazole-2 -ylmethyl group, 4-isopropyl-thiazol-2-yl methyl group, 

4- cyano-thiazol-2-yl methyl group, 4-chloro-thiazole-2-ylmethyl group, 4-fluoro-thiazol-2-ylmethyl 
group, 4-methyl carbonyl-thiazol-2-yl methyl group, 4-ethyl carbonyl-thi azol-2-y lmethy 1 group, 4- 
ethyl carbonylamino-thiazol-2-ylmethyl group, 4-methyl carbonylamino-thiazol-2-yl methyl group, 4- 
methylsuifonyl-thiazol-2-yl methyl group, 4-ethylsulfonyl-thiazol-2-yl methyl group, 3- 
methylsulfonyl-thiazol-2-yl methyl group, 4-isopropyl-sulfonyl-thiazol-2-ylmethyl group, 4- 
methylamino-thiazol-2-ylmethyl group, 3-methylamino-thiazol-2-yl methyl group, 4-ethylamino- 
thiazol-2-yl methyl group, 4-aminomethyl-thiazol-2-yl methyl group, 4-amino ethyl-thiazol-2-yl 
methyl group, pyridin-4-yl methyl group, 6-hydroxymethyl-pyridin-3-yl methyl group, 3- 
hydroxymethyl-pyridine-4-ylmethyi group, 4-hydrbxymethyl-pyridin-2-yl methyl group, 6- 
hydroxymethyl-pyridin-3-yl methyl group, 3-methyl-pyridine-4-yl-sulphanyl group, 4-methyl-pyridin- 
2-yl methyl group, 6-methyl-pyridin-3-yl methyl group, 6-methoxy-pyridine-3-yl methyl group, 6- 
methyl-pyridin-3-yl methyl group, 2-carbamoyl-pyridine-4-yl methyl group, 6-carbamoyl-pyridin-3-yl 
methyl group, 6-methylcarbamoyl-pyridin-3-yl methyl group, 2-methylcarbamoyl-pyridine-4-yl methyl 
group, 2-cyano-pyridin-4-yl methyl group, 6-cyano-pyridine-3-yl methyl group, 2-trifluoromethyl-4-yl 
methyl group, 6-trifluoromethyl-pyridin-3-yl methyl group, 2-chloro-pyridin-4-yl methyl group, 6- 
chloro-pyridin-3-yl methyl group, 2-£luoro-pyridin-4-yl methyl group, 6-fluoro-pyridin-3-yl methyl 
group, 2-methyl carbonyl-pyridin-4-yl methyl group, 6-methyl carbonyl-pyridin-3-yl methyl group, 2- 
ethyl carbonyl-pyridin-4-yl methyl group, 6-ethyl carbonyl-pyridin-3-yl methyl group, 2- 
methylsulfonyl-pyridin-4-yl methyl group, 6-methyisulfonyl-pyridin-3-yl methyl group, 2- 
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ethylsulfonyl-pyridin-4-yl methyl group, 6-isopropyl sulfonyl-pyridine-3-yl methyl group, 2-methyl 
carbonylamino-pyridin-4-yl methyl group, 6-methyl carbonylamino-pyridin-3-yl methyl group, 2- 
memylamino-pyridine-4-ylmethyl group, 6-methylamino -pyridine- 3 -yl amino group, 2-ethylamino- 
pyridine-4-ylamino group, 2-ethylamino-pyridine-5-ylamino group, 2-aminomethyl-pyridine-4- 
ylamino group, 6-aminom ethyl -pyridin-3-yl methyl group and the like are nominated. 
Among these, 

phenyl sulphanyl group, 4-hydroxyethyl-phenyl sulphanyl group, 4-methyl-phenyl sulphanyl group, 3- 
methyl-phenyl sulphanyl group, 4-methoxy-phenyl sulphanyl group, 3-methoxy-phenyl sulphanyl 
group, 4-ethoxy-phenyl sulphanyl group, 4-hydroxymethyl-phenyl sulphanyl group, hydroxyethyl oxy- 
phenyl sulphanyl group, 4-carbamoyl-phenyl sulphanyl group, 4-methylcarbamoyl-phenyl sulphanyl 
group, 4-dimethylcarbamoyl-phenyl sulphanyl group, 4-cyano-phenyl sulphanyl group, 4- 
trifluoromethyl-phenyl sulphanyl group, 4-fluoro-phenyl sulphanyl group, 3-chloro-phenyl sulphanyl 
group, 2-fluoro-phenyl sulphanyl group, 4-methyl carbonyl-phenyl sulphanyl group, 4-ethyl carbonyl- 
phenyl sulphanyl group, 4-methyl carbonylamino-phenyl sulphanyl group, 4-methylsulfonyl-phenyl 
sulphanyl group, 4-methylamino-phenyl sulphanyl group, 4-aminomethyl-phenyl sulphanyl group, 4- 
amino ethyl-phenyl sulphanyl group, 4-dimethylaminoethyl oxy-phenyl sulphanyl group, thiazol-2-yl- 
sulphanyl group, 4-methyl-thiazol-2-yl-sulphanyl group, 5-methyl-thiazol-2-yl-sulphanyl group, 
pyridine-4-yl-sulphanyl group, pyridine-3-yl-sulphanyl group, pyridine-2-yl-sulphanyl group, 6- 
hydroxymethyl-pyridine-3-yl-sulphanyl group, 6-methyl-pyridine-3-yl-sulphanyI group, 6-methoxy- 
pyridine-3-yl-sulphanyl group, 6-methyl-pyridine-3-yl-sulphanyl group, 6-carbamoyl-pyridine-3-yl- 
sulphanyl group, 6-methylcarbamoyl-pyridine-3-yl-sulphanyl group, 2-cyano-pyridine-4-yl-sulphanyI 
group, 6-cyano-pyridine-3-yl-sulphanyl group, 6-trifluoromethyl-pyridine-3-yl-sulphanyl group, 2- 
chloro-pyridine-4-yl-sulphanyl group, 6-chloro-pyridine-3-yl-sulphanyl group, 2-fluoro-pyridine-4-yl- 
sulphanyl group, 6-fluoro-pyridine-3-yl-sulphanyl group, 6-methyl carbonyl-pyridine-3-yl-sulphanyl 
group, 6-ethyl carbonyl-pyridine-3-yl-sulphanyl group, 6-methylsulfonyl-pyridine-3-yl-sulphanyl 
group, 6-methyl carbonylamino-pyridine-3-yl-sulphanyl group, 6-methylamino-pyridine-3-yl- 
sulphanyl group, 6-ethyIamino-pyridine-3-yl-sulphanyl group, 6-aminomethyl-pyridine-3-yl-sulphanyl 
group, 4-methyl-phenylamino group, 4-methoxy-phenylamino group, 4-fluoro-phenylamino group, 4- 
methyl-thiazol-2-ylamino group, 5 -methyl -thiazol-2-ylamino group, pyridine-4-ylamino group, 2- 
methyl-pyridine-5-ylamino group, 4-methyl-phenoxy group, 4-methoxy-phenoxy group, 4-fluoro- 
phenoxy group, 4-methyl-phenylamino methyl group, 3-methyl-phenylamino methyl group, 2-methyl- 
phenylamino methyl group, 4-fluoro-phenylaminomethyl group, 2-chloro-phenylmethyl amino group, 
2-fluoro-phenylamino methyl group, 4-methyl-thiazol-2-ylamino methyl group, 5-methyl-thiazol-2- 
ylamino methyl group, pyridine-4-ylamino methyl group, 6-methyl-pyridine-3-ylaminomethyl group, 
2-methyl-pyridine-5-ylamino methyl group, 4-methyl-phenylmethyl group, 4-methoxy-phenylmethyl 
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group, 4-fluoro-phenylmethyl group are preferred, 
more preferably, 

phenyl sulphanyl group, 4-hydroxyethyl-phenyl sulphanyl group, 4-methyl-phenyl sulphanyl group, 3- 
methyl-phenyl sulphanyl group, 4-methoxy-phenyl sulphanyl group, 3-methoxy-phenyl sulphanyl 
group, 4-ethoxy-phenyl sulphanyl group, 4-hydroxymethyl~phenyl sulphanyl group, hydroxyethyl oxy- 
phenyl sulphanyl group, 4-carbamoyl-phenyl sulphanyl group, 4-methylcarbamoyl-phenyl sulphanyl 
group, 4-dimethylcarbamoyl-phenyl sulphanyl group, 4-cyano-phenyl sulphanyl group, 4- 
trifluoromethyl-phenyl sulphanyl group, 4-fluoro-phenyl sulphanyl group, 3-chloro-phenyl sulphanyl 
group, 2-fluoro-phenyl sulphanyl group, 4-methyl carbonyl-phenyl sulphanyl group, 4-methylsulfonyl- 
phenyl sulphanyl group, 4-dimethylaminoethyl oxy-phenyl sulphanyl group, pyridine-4-yl-sulphanyl 
group, pyridine-3-yl-sulphanyl group, 6-memoxy-pyridine-3-yl-sulphanyl group, 6-methyl-pyridine-3- 
yl-sulphanyl group, 6-trifluoromethyl-pyridine-3-yl-sulphanyI group, 
and still more preferably, 

phenyl sulphanyl group, 4-hydroxyethyl-phenyl sulphanyl group, 4-methyl-phenyl sulphanyl group, 4- 
methoxy-phenyl sulphanyl group, 4-ethoxy-phenyl sulphanyl group, 4-methylcarbamoyl-phenyl 
sulphanyl group, 4-dimethylcarbamoyl-phenyl sulphanyl group, 4-cyano-phenyl sulphanyl group, 4- 
trifluoromethyl-phenyl sulphanyl group, 4-fluoro-phenyl sulphanyl group, 2-fluoro-phenyl sulphanyl 
group, 4-methyl carbonyl-phenyl sulphanyl group, 4-methylsulfonyl-phenyl sulphanyl group, 4- 
dimethylaminoethyl oxy-phenyl sulphanyl group, pyridine-4-yl-sulphanyl group, pyridine-3-yI- 
sulphanyl group, 6-methoxy-pyridine-3-yl-sulphanyl group, 6-methyl-pyridine-3-yl-sulphanyl group. 

In accordance with the above, as further embodiments of the compound represented by formula (I) in 
accordance with this invention 



ring A 




ringB 



(each symbol has the same aforesaid definitions) 
for example, compound which is 

3-(4-methoxy-phenyf sulphanyl)-6-(4H-[l,2,4] triazol-3-yl)-N-(tm*azol-2-yl)-2-pyridinecarboxamide, 
3-(4-fluoro-phenyl sulphanyl)-6-(4-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 
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3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-( 1 -methyI-imidazol-2-yI-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(l -methyl- lH-tetra2ol-5-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(cyclohexyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-suIphanyl)-N-(4-methyl-miazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yI)-2- 

pyridinecarboxamide, 

3-(miazol-2-yl-sulphanyl)-6-(4H-[l,2^ 

pyridinecarboxamide, 

3-(2-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4]-triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-phenyl sulphanyl-6-(4H-[l,2,4]-triazol-3-yI-suty 

3-(4-fluoro-phenyloxy)-6-(4H-[l,2,4] lriazol-3-yl-suIphanyl)-N-(miazol-2-yl)-2-pyridinecarboxaraide, 
3-(4-methoxy-phenylmethyl sulphanyl)-6-(4-methyI-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(3-fluoro-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(2,4-difluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyi)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-cyano-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(pyridine-4-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazo!o [5,4-b] pyridine-2-yl)- 

2- pyridinecarboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazoI-3-yl-sulphanyl)-N-(4-methoxymethyI-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-acetyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(thiophene-2-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-y 1-sulphany l)-N-(thiazol-2-y l)-2- 
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pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thia2ol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazolo [5,4-b] 
pyridine-2-yl)-2-pyridinecarboxamide, 

3-(4-methyl-phenyl su!phanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyI-thiazol-2. 
yl)-2-pyridinecarboxamide, 

3-(4-chloro-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yI)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(3H-[l,2,3] triazoI-4-yl-suIphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methy]sulfonyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol"3-yl-sulphanyl)-N-(thiazol-2-yI)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(5-hydroxymethyMhiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methoxymethyI-4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazoI-2- 
yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-suIphanyl)-N-(thiazoI-2-yi)^ 
pyridinecarboxamide, 

3-(4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-suIphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-trifluoromethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methylcarbarnoyl-phenyI sulphanyl)-6-(4H-[ 1 ,2,4] triazoI-3-yl-sulphanyl).N-(thiazol-2-yI)-2- 
pyridinecarboxamide, 

3-(hydroxyethyl oxy-phenyl sulphanyi)-6-(4H-[ 1,2,4] triazol-3-yl.sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(5-dimethylaminomethyl. 
thiazol-2-yl)-2-pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (4-hydroxyethyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methyl sulfamoyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] rriazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 
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3-(4-dimethy lcarbamoyl-phenyl sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yl)-2- 
pyridinecarboxamide, 

3-(4-hydroxy-cyclohexyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl>2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[I,2,4] triazol-3-yl-sulphanyl)-N-(pyridazine-3-yl>2- 
pyridinecarboxamide, 

3-(pyrazine-2-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yI-suIphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yI-sulphanyl)-N-(pyrazine-2-yI)-2- 
pyridinecarboxamide, 

3-(6-memyl-pyridine-3-y l-sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazoI-2-yl). 

2- pyridinecarboxamide, 

3- [4-(l -hydroxyethyl-phenyl sulphanyI)]-6-(4H-[l ,2,4] triazol-3-yl-suIphanyl)-N-(thiazol-2-yl>2- 
pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4) triazol-3-yl-sulphanyl)-N-(2-methyi-thiazol-4-yl)- 

2- pyridinecarboxamide, 

3- (4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(2-methyl-thiazol- 

4- yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl- 
miazol-2-yl)-2-pyridinecarboxamide, 

3-(l -methyl- lH-tetrazol-5-yl-sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-yl-sulphanyI)-N-(thiazo]-2-yl)-2- 
pyridinecarboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-y!-sulphanyl)-N-(isoxazol-3-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyI)-N-(isoxazol-3- 
yl)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-phenoxy-N-(4-memyl-miazol-2-yl)-2-pyridinecarboxamide, 
3-(2-chloro-phenylmethyl-amino)-6-(4-methyl-4H-[l,2,4] triazol-3-yI>sulphanyl)-N-(4-methyI-thiazol- 

2- yl)-2-pyridinecarboxamide, 

3,6-bis-(pyridine-2-yl-sulphanyl)-N-(4-memyl-miazol-2-yl)-2-pyridinecarboxamide, 
3,6-bis-(4-fluoro-phenyl suIphanyl)-N-(4-methyl-thiazoI-2-yl)-2-pyridinecarboxamide, 
3,6-bis-(thiazol-2-yl-suiphanyl)-N-(thiazoI-2-yI)-2-pyridinecarboxamide, 
3,6-bis-(5-methyl-[l,3,4] miadiazol-2-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide, 

3- (4-methoxy-phenyl sulphany l)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(5-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide, 
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3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-([l,3,4] thiadiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-([l,2,4]-thiadiazol-5-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl carbonyl-thiazol-2- 
yl)-2-pyridmecarboxamide, 

3-(4-methoxy-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-suIphanyl)-N-(pyrimidine-4-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(pyridine-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(5-ethoxycarbonyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3 -(pyridine- 3 -yl-sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methoxy-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyI-thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-phenyloxy methyl-6-(4-methyl-4H-[l,2,4] triazol-3-yl-sulphanyI)-N-(thiazole-2 yl)-2- 
pyridinecarboxamide, 

3-phenyl sulphanyl methyl-6-(4-methyI-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-phenylmethyI-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide, 
3-(4-fluoro-pheny Imethy l)-6-(4H-[ 1 ,2,4] t r i a z o 1 - 3 - y 1 sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminomethyI-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyI)-N-(thiazol-4-yI)-2- 
pyridinecarboxamide, 

3-(4-dimethylcarbamoylmethyl oxy-phenyl sulphanyI)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N- 
(thiazol-2-yl)-2-pyridinecarboxamide, 
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3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(4-hydroxyethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-hydroxy-4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazoI-2-yl)- 

2- pyridinecarboxamide, 

3- (6-methoxy carbonyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([l,2,4] 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(pyrimidin-5-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-hydroxymethyl-pyridine-3-yl su!phanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-[4-(l-methyl-pyrrolidine-3-yloxy)-phenyl sulphany!]-6-(4H-[ 1,2,4] triazoI-3-yl suIphanyl)-N- 
(thiazol-2-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] thiadiazol-5-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N- 
([ 1 ,2,4] thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(l-oxy-6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-diethylaminoethyl oxy-phenyl sulphanyI)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-pyrrolidino ethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazoI-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-dimethylaminoethyl oxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol- 

2- yl)-2-pyridinecarboxamide, 

3- (pyrazol-4-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(3-methyl- 
[ 1 ,2,4] thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-carbamoylmethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyI)-N-(thiazol-2-yl)-2- 
pyridinecaxboxamide, 

3-(5-bromo-6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
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tmadiazol-5-yI)-2-pyridinecarboxarnide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[l,2,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(pyridin-3-yl sulphanyI)-6-(4H-[ 1 ,2,4] triazol-3-yl su!phanyl)-N-(3-stilI-[l ,2,4]-thiadiazol-5-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl suIphanyl)-6-(4H-[ 1,2,4] triazole-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazoi-5-yl)-2-pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [5,4- 
b] pyridme-2-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yI sulphanyl>N-(3-methyl- 
[ 1 ,2,4]-thiadiazol-5-y l)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,5] thiadiazol-3-yl)-2- 
pyridinecarboxamide, 

3-(2,3-dihydro-benzofiiran-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyI)-N-(3-methoxy-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-cyclopropyl-[ 1,2,4]- 
thiadiazoi-5-yl)-2-pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazole-3-yl sulphanyl-N-(3- 
methyl-[l,2,4] thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(2-fluoro-pyridin-4-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecaiboxamide, 

3-(2-methoxy-pyrimidin-5-yl sulphanyl)-6-(2H\[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yi su!phanyl)-N-(3-methyl-[ 1,2,4] - 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-diethylcarbamoyl methyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol- 

2- yl)-2-pyridinecarboxamide, 

3- (6-cyclopropyl-pyridin-3-yI sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 
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3-(6-methyl-pyridin-3-yl sulphanyl)-6-(pyrazol-4-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridinecaiboxaraide, 

3-(4-dimemylamino sulfonyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (5-fluoro-pyridin-3-yl su!phanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxaniide, 

3-(2,3-dihydro-benzofiiran-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,41- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-yl sulphanyl)-N-([ 1,2,4] triazine-3-yl)-2- 
pyridinecarboxamide, 

3-(4-carboxy-phenyl sulphanyl)-6-(5-methyl-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyI)-N-(pyrazine-2-yl)-2- 
pyridinecarboxamide, 

3-(imidazo-[l ,2-a]-pyridin-6-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(2-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [4,5-b] pyridine-2- 
yl)-2-pyridinecarboxamide, 

3-(5-methyl-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4,4-difluoromethyl oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(pyrazine-2-yl)- 

2- pyridinecarboxamide, 

3- (6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-( 1 -methyl- lH-[ 1,2]- 
pyrazol-3-yl)-2-pyridinecarboxamide, 

3-(6-hydroxyethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- 1H-[1, 2]-pyrazol-3- 
yI)-2-pyridinecarboxamide, 

3-(2-methyl-imidazo-[l,2-a]-pyridin-6-yl suIphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3- 
methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-hydroxymethyl- [1,2,4] - 
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miadiazol-5-yl)-2-pyridinecarboxamide, 

3-[4-(2-hydroxyethyl)-phenyI sulphanyl]-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- 
[l^,4]-miadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-hydroxy-4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[l^,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(l -methyl- lH-indazol-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(3-methyl-[l,2,4]-triazolo-[4,3-a]-pyridin-7-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3- 
methyl-[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(l-oxy-6-methyi-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI sulphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-hydroxymethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-[ 1,2] -pyrazol- 
3 -yI)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridinecarboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-[4-(lH-imidazole-l yl)-phenyl sulphanyl]-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridinecarboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-( 1 -methyl- lH-pyrazol- 
3-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-su!phanyl)-N- [4, 5 -dimethyl thiazol-2-yl]-2- 
pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4,5-dimethyl-4H-[ 1,2,4] triazol-3-yl-su!phanyl)-N-(4- 
methoxymethyl-thiazol-2-yl)-2-pyridinecarboxamide, 

3-(4-(l-methoxyethyl)-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 
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3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl) 2- 
pyridinecarboxamide, 

3-(pyridine-4-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl) 2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-chloro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-fluoro-phenyl sulphany!)-6-(3H-[l ,2,3] triazol-4-yl-sulphany!)-N-(thiazol-2»yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphany l)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-([l ,3,4] thiadiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methylsulfonyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(5-hydroxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylcarbamoyl-phenyI sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-([ 1,2,4] thiadiazol-5-yl)-2- 
pyridinecarboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphany l)-6-(4H-[ 1,2,4] triazole-3 yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-N,N-dimethylamino-ethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol -3 -yl- sulphany 1)-N- 
(thiazol-2-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazolO-yl>N-(thiazol-2-yl)-2-pyridinecarboxanude, 
3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 
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3-(4-methoxymethyl-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl>(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridine.3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] tria2ol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (4-hydroxyethyl-pheriyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yI-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyI-thiazol-2-yl> 

2- pyridinecarboxamide, 

3- (4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] thiadiazol-5-yI)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphanyl)-N- 
([ 1 ,2,4] thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(4-dimethylaminoethyi oxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[ 1 ,2,4] thiadiazol-2-yl)-2-pyridinecarboxamide, 

3-[4-(2-hydroxyethyl-ph^nyl snlphanyl)]-6-(5-methyl-4H-[ 1,2,4] triazoI-3-yl sulphanyl)-N-(3-methyl- 
[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 
3-(6-methyI-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazoi-3-yl 
pyridinecarboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3 - 
yl)-2-pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl)-N-(l -methyl- IH-pyrazol- 
3-yl)-2-pyridinecarboxamide or the like is more preferably, 
and moreover, the compound which is 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 



sulphanyl)-N-(3-methyl-[l,2,4]- 
sulphanyl)-N-(3-methy!-[ 1 ,2,4]- 
sulphanyl)-N-(pyrazine-2-yl)-2- 
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3-(4-methoxy-phenyl suIphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl) 2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] lriazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-^ rt 
pyridinecarboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(miazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-N,N-dimethylamino-ethyl oxy-phenyl sulphanyl)-6-(4H-[ 1^,2,4] triazol-3-yl-sulphanyl)-N- 
(tmazol-2-yl)-2-pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl)-N-(thiazol-2-yl)-2-pyridinecarboxamide, 
3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyI)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(hydroxyethyl oxy-phenyl suIphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (4-hydroxyethyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methy!-pyridine-3-yl-suIphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)- 

2- pyridinecarboxamide, 

3- (4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] thiadiazol-5-yl)-2- 
pyridinecarboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl suIphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N- 
([1 ,2,4] thiadiazol-5-yl)-2-pyridinecarboxamide, 
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3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazoI-3-yl sulphany l)-N-(3 -methy 1- 
[1 ,2,4] thiadiazol-2-yl)-2-pyridinecarboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphany l)]-6-(5-methyl-4H-[ 1,2,4] triazole-3-yl sulphanyl)-N-(3-methyl- 
[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl suIphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridinecarboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,41 triazol-3-yl sulphanyl)-N-(pyrazine-2-yl)-2- 
pyridinecarboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridinecarboxamide, 

3-(4-methoxymethyl-phenyl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl sulphany 1)-N- ( 1 -methy 1- 1 H-pyrazol- 
3-yl)-2-pyridinecarboxamide or the like is more preferred. 

Moreover, pyridine-2-carboxamide derivative in accordance with this invention is possible to present 
as pharmacologically acceptable salt. As aforesaid salt, acid addition salt or base addition salt is 
nominated. 

As for the compound in accordance with this invention, there are case that stereoisomers such as 
optical isomers, diastereoisomers, geometric isomers or the like or tautomer are present due to the 
forms of substituents thereof. Needless to say that these isomers are all included in the compounds in 
accordance with this invention. Needless to say that arbitrary mixture of isomers thereof is also 
included by the compound in accordance with this invention. 

Because the compound of this invention have glucokinase activation action, it is useful as therapeutic 
drug and/or prevnetive drug of diabetes cases, moreover, as therapeutic drug and/or prevnetive drug of 
diabetic complications. 

Wherein, diabetic complications are diseases that develop as a result of diabetes mellitus, and as said 
diabetic complications, for example diabetic nephropathy, diabetic retinopathy, diabetic neurosis, 
diabetic arteriosclerosis and the like are nominated. 

The compound in accordance with this invention can be applited to either type of diabetes mellitus of 
insulin-dependent diabetes mellitus (IDDM) and non-insulin dependent diabetes mellitus (NIDDM). 
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Moreover, the insulin-dependent diabetes mellitus (IDDM) is considered mainly as adult onset wherein 
the onset is cuased by addition of insulin resistance due to obesity to the predisposition of hereditary 
low insulin secretion and insulin resistance inskeletal muscle. Moreover, as for the aforesaid insulin- 
dependent diabetes mellitus, classifications of type I and type II have been proposed by predisposition 
thereof. 

The compound in accordance with this invention is considered to be useful in type II diabetes mellitus 
in which the satisfactory lowering of blood glucose level was not thought to be possible with prior art 
diabetes mellitus drug, in addition to type I insulin-dependent diabetes mellitus. 

Moreover, in type II diabetes mellitus, the level of postprandial hyperglycemia is maintained over a 
long period compared to healthy person. However, the compound in accordance with this invention is 
useful for this type II diabetes mellitus. 

Below, a process for the production of the compound in accordance with this invention is described. 

The compound in accordance with this invention (I) can be readily produced by using well known 
reaction means or by according to itself well-known method. Moreover, as for the compound in 
accordance with this invention (I) can be produced not only by a synthesis method in ordinary liquid 
phase, but also by processed using solid phase for example combinatorial synthesis method, parallel 
synthesis method or the like which have been developed remarkably in reccent years. The compound in 
accordance with this invention can be produced preferably using for example following process. 



©Rising Sun Communications Ltd. 



http:/Avww. risingsun. co. uk 



WO04/81001 



55 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 




ringB 



(1-1) 

(wherein, each symbol has the same aforesaid definitions). 
(Step 1).; 

This step comprises a process wherein, dichloropyridine carboxylic acid derivative or its reactive 
derivative and amino compound (2) are reacted, and compound (3) is produced. 

. A (as3Vdh 

nne A 

(II) 

Amide formation reaction may be carried out by the method according to the literature (for example, 
basis and practice of peptide synthesis, Nobuo Izumiya, Comprehensive Organic Synthesis, Vol. 6, 
Pergamon Press, 1991), a method based on this, or a combination of these with conventional method, 
namely, using a condensing agent known to a person skilled in the art, or an ester activation method 
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which can be used by a person skilled in the, mixed anhydride method, acid chloride method, 
carbodiimide method and so on. 

As such amide forming reagent, for example thionyl chloride, oxalyl chloride, N,N- 
dicyclohexylcarbodiimide, 1 -methyl -2-bromo pyridinium iodide, N^-carbonyldiimidazole, diphenyl 
phosphoryl chloride, diphenyl phosphoryl acid, N,N'-disuccinimidyl carbonate, N,N'-disuccinimidyl 
oxalate, l-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride, ethylchloroformate, isobutyl 
chloroformate or benzotriazol-l-yl-oxy-tris (dimethylamino) phosphonium hexafluoro phosphite and 
the like are nominated, and wherein for example thionyl chloride, l-ethyl-3-(3-dimethylaminopropyl) 
carbodiimide hydrochloride, N,N-dicyclohexylcarbodiimide or benzotriazol-l-yl-oxy-triazol-l- 
yloxytris(dimethylamino) phosphonium hexafluoro phosphite and the like are ideal. Moreover, in 
amide forming reaction, base, condensation assistant may be used with the aforesaid amide forming 
reagent 

As the base which is used, for example tertiary aliphatic amine such as trimethylamine, triethyl amine, 
N,N-diisopropyl ethylamine, N-methylmorphoIine, N-methylpyrrolidine, N-methylpiperidine, N,N- 
dimethylaniline, l,8-diazabicyclo[5A0] undec-7 -ene (DBU), 1,5-azabicyclo [4.3.0] non-5-ene (DBN) 
or the like; for example aromatic amine and the like such as pyridine, 4-dimethylaminopyridine, 
picoline, lutidine, quinoline or isoquinoline and the like are nominated, wherein for example tertiary 
aliphatic amine and the like are preferred, and in particular for example triethylamine or N,N- 
diisopropyl ethylamine and the like is ideal. 

As the condensation assistant which is used, for example N-hydroxybenzotriazole hydrate, N-hydroxy 
succinimide, N-hydroxy- 5 -norbornene-2, 3 -dicarboximide or 3-hydroxy-3,4-dihydro-4-oxo- 1,2,3- 
benzotriazole and the like are nominated, wherein for example N-hydroxybenzotriazole and the like is 
ideal. ■ 

The quantity of compound (2) which is used differs depending on the compounds and kinds of solvent, 
and other reaction conditions used, but it is usually 0.1-10 equivalents, preferably 0.5-3 equivalents 
with respect to 1 equivalent of carboxylic acid (1) or a reactive derivative thereof. 

The quantity of amide forming reagent used differs depending on the compounds and kinds of solvent, 
and other reaction conditions used, but it is usually 1-10 equivalents, preferably 1-3 equivalents with 
respect to carboxylic acid compound (1) or reactive derivative thereof. 
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The quantity of condensation assistant used differs depending on the compounds and kinds of solvent, 
and other reaction conditions, but it is usually 1-10 equivalents, preferably 1-3 equivalents with respect 
to 1 equivalent of carboxylic acid compound (1) or a reactive derivative thereof. 

The quantity of base used differs depending on the compounds and kinds of solvent, and other reaction 
conditions, but it is usually 1-10 equivalents, preferably 1-5 equivalents. 

As the reaction solvent used in this step, for example inert solvent is nominated, which does not hinder 
the reaction, in particular is not restricted, however, in an embodiment, for example methylene 
chloride, chloroform, 1,2-dichloroethane, N,N-dimethylformamide, ethyl acetate, methyl acetate, 
acetonitrile, benzene, xylene, toluene, 1 ,4,-dioxane, tetrahydrofuran, dimethoxyethane or a mixed 
solvent thereof is nominated, but for example methylene chloride, chloroform, 1,2-dichloroethane, 
acetonitrile or N,N-dimethylformamide and the like are preferred from the point of maintaining a 
suitable reaction temperature: 

Usually reaction temperature is -78°C to boiling point of solvent temperature, preferably 0-30°C in this 
step. 

The reaction time is usually 0.5-96 hours, preferably 3-24 hours in this step. 

One or a combination of bases, amide forming reagents, condensation assistants may be used in this 
step. 

When substituent on B ring of compound (3) produced in this step has a protecting group, the aforesaid 
protecting group can be removed in accordance with requirements. The aforesaid removal of protecting 
groups can be carried out by combining process in accordance with literature method (Protective 
Groups In Organic Synthesis, T.W.Green Author-the second edition, John Wiley & Sons Co, 1991, or 
the like), or these combined with conventional method. 

Compound (3) obtained in this way can be isolated and purified by using well known separation and 
refinement means, for example concentration, vacuum concentration, crystallization, solvent 
extraction, reprecipitation, chromatography and the like, or can be subjected to next step without being 
isolated and purified 

(Step 2). 
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This step comprises a process wherein, in the presence of base, (5) or (6) or (1-1) is produced by 
reaction of the compound (3) obtained in the said step 1 with a compound (4) represented by R1X1H 
(XI denotes an oxygen atom, nitrogen atom or sulfur atom and Rl is same as in the aforesaid 
definition) or a compound represented by formula (II). 



rine A 




(») 

(wherein, each symbol has the same aforesaid definitions) 

As compound (4) used in this reaction, phenol derivative, thiol derivative or amine derivative is used. 
Wherein, the phenol derivative includes not only the case where a hydroxy group was bonded to aryl 
group, but also when hydroxy group was bonded to 5-7 membered heteroaryl group. 

In this step, when compound (4) was used, it is possible to produce compound (5). 

The formula (II- 1) is a phenol derivative or thiol derivative where DH (D represents oxygen atom or 
sulfur atom) was bonded to A ring of the aforesaid compound (II). 
(Wherein, phenol derivative has the same as the aforesaid definition). 

In the step, when the compound (II) was used in this step, it is possible to produce compound (6) or (I- 
1). 

The compound (M) are the compounds included by compound (1) in accordance with this invention. 

In this step, the quantity of compound (4) or (II) used is usually 0.2-10 equivalents, preferably 1-3 
equivalents with respect to 1 equivalent of compound (3). 

As the base used in this step, tertiary aliphatic amine such as for example trimethylamine, 
triethylamine, N,N-diisopropyl ethylamine, N-methylmorpholine, N-methylpyrrolidine, N- 
methylpiperidine, N,N-dimethylaniline, 1 ,8-diazabicyclo [5.4.0] undec-7-en (DBU) 1,5-azabicyclo 
[4.3.0] non-5 -ene (DBN) or the like; aromatic amine such as for example pyridine, 4- 
dimethylaminopyridine, picoline, lutidine, aromatic amine such as for example quinoline or 
isoquinoline and the like; alkali metal such as for example metallic potassium, metallic sodium, 
metallic lithium and the like; alkali metal hydride such as for example sodium hydride, potassium 
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hydride and the like; alkyl alkali metal such as for example butyllithium and the like; alkali metal 
alkoxide such as for example potassium-tert butylate, sodium ethylate or sodium methylate and the 
like; alkali metal hydroxide such as for example potassium hydroxide, sodium hydroxide and the like; 
alkali metal carbonate and the like such as for example potassium carbonate, sodium carbonate, cesium 
carbonate and the like are nominated, wherein for example tertiary aliphatic amine, alkali metal 
hydride, alkali metal carbonate or alkali metal alkoxide is preferred, and in particular, for example 
triethylamine, N,N-diisopropyl ethylamine, sodium hydride or potassium carbonate, alkali metal 
alkoxide such as for example potassium-tert butylate, sodium ethylate or sodium methylate and the like 
are ideal. 

In this step, the quantity of base used differs depending on the compound and kind of solvent, it is 
usually 0.2-10 equivalents, preferably 1-5 equivalents with respect to 1 equivalent of compound (3). 

As the reaction solvent which is used, it is not restricted in particular provided it does not hinder the 
reaction. However, for example inert organic solvent is preferred. Furthermore in an embodiment, for 
example methylene chloride, chloroform, 1,2-dichloroethane, trichloroethane, N,N- 
dimethylformamide, N,N-dimethylacetamide, N-methylpyrrolidone, acetone, ethanol, isopropanol, tert 
butanol, tert amyl alcohol, ethyl acetate ester, methyl acetate, acetonitrile, benzene, xylene, toluene, 
1,4,-dioxane, tetrahydrofuran, dimethoxyethane or a mixed solvent thereof is nominated, N,N- 
dimethylformamide, N,N-dimethylacetamide, N-methylpyrrolidone, acetonitrile, isopropanol, tert amyl 
alcohol and the like are preferred, and N,N-dimethylformamide, acetonitrile, isopropanol and the like is 
more preferred. 

The reaction time is usually 0.2-100, preferably 1-40 hours. 

Usually the reaction temperature is -20°C to boiling point of solvent temperature, preferably 0°C to 
boiling point of solvent temperature. 

Moreover, in this step, catalyst and additive can be added to the process mentioned in accordance with 
literature (Organic letters 2002, Vol. 4, 20, pp. 3517-3520), or the method based on this, or a 
combination of of these with conventional methods. 

As the catalyst used in this step, any which accelerates the reaction can be used, but for example 
copper chloride, copper bromide, copper iodide, copper oxide, copper acetate and the like are 
nominated, among these copper iodide is more preferred. 
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Moreover, as the additive used in this step, any which advances the reaction can be, but for example 
ethylene glycol, dimethoxyethane and the like are nominated, ethylene glycol of among these is more 
preferred. 

Compound (5) or (6) obtained in this way can be isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, reprecipitation, 
solvent extraction, crystallization, chromatography and the like, or can be subjected to next step 
without being isolated and purified 

Moreover, the compound in accordance with this invention (1-1) can be isolated and purified by using 
the like of well known separation and refinement means, for example concentration, vacuum 
concentration, reprecipitation, solvent extraction, crystallization, chromatography and the like. 



ring A 




(1-3) 



(in the formula, each symbol has the same aforesaid definitions). 
(Step 3-1). 

This step comprises a process wherein, by reacting the compound (5) obtained in the said step 2 with a 
phenol derivative or thiol derivative having A ring represented the said formula (II) 



rine A 




(ii) 
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(in the formula, each symbol has the same aforesaid definitions) in the presence of base, the compound 
(1-2) in accordance with this invention is produced. 

This step can be carried out by a process using the equivalent quantity of the compound, the reaction 
solvent, the reaction time, reaction conditions such as for example reaction temperature or the like 
same as in the said step 2. 

The compound obtained in this way (1-1) can be isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography and the like, or it can be subjected to next step without 
being isolated and purified. 

(Step 3-2). 

This step comprises a process wherein, by reacting compound (6) obtained in the said step 2 with the 
compound (4) represented by R1XIH (in the formula, each symbol has the same aforesaid definitions), 
the compound (1-3) is produced. 

The compound used in this step, equivalent quantity of base, the reaction solvent reaction time, 
reaction conditions such as for example reaction temperature or the like are the same as the aforesaid 
step 2, and can be reacted in this step using the same process as in the said step 2. 

The compound obtained in this way (1-3) is isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, crystallization, 
solvent extraction, reprecipitation, chromatography, or it can be subjected to next step without isolation 
and purification. - - • . ■ - - 

Moreover, the compound in accordance with this invention (1-4) can be produced by following process. 
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<ie) a-4) 
(W represents a carboxy protecting group, and other symbols mean the same as in the aforesaid 
definition). 



(Step 4). 

This step is a process to produce compound (1 1) by introducing protecting group to the carboxyl group 
which dichloropyridine-2-carboxylic acid derivative (1) has. Compound (11) can be produced by well 
known method or method in accordance with it. The protecting group W of the carboxylic acid group 
in (1 1) is not particularly limited, but can be any "group which acts as a protecting group in step 5 and 
step 6, and can be deprotected readily in step 7. A lower alkyl group having branched or straight chain 
such as for example methyl group, ethyl group, tert-butyl group and the like, lower haloalkyl such as 
for example 2-iodoelhyl group, 2,2,2-trichlorpethyl group and the like, lower alkenyl group such as for 
example allyl group, 2-propenyl group, 2-methyl-2-propenyl group and the like, aralkyl group such as 
for example benzyl group, PMB group or the like are nominated. 

About introduction and removal process of protecting group W of such carboxyl group, it can be 
carried out by process in accordance with literature (for example Protective Groups in Organic 
Synthesis, TW green author, 2nd edition, John Wiley and Sons, 1991 etc.), method based on this or a 
combination of these and conventional method. 
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Compound (11) obtained in this way can be isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, solvent extraction, 
reprecipitation, crystallization, chromatography, or it can be subjected to next step without being 
isolated and purified 

(Step 5). 

This step comprises a process wherein compound (13) is produced by reacting compound (11) 
represented by R1X1H (in the formula, each symbol has the same aforesaid definitions) with 
compound (12) obtained in the said step 4. 

In this step, reaction conditions such as for example the compounds used in this step, equivalent 
quantity of base, reaction solvent reaction temperature, the reaction time or the like can be the same as 
in the said step 2. 

Compound (13) obtained in this way can be isolated and purified by using well known separation and 
refinement means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography., or can be subjected to next step without being 
isolated and purified 

(Step 6). 

This step comprises a process wherein compound (15) is produced by reacting compound (13) obtained 
in the said step 5 with phenol derivative or thiol derivative represented by following formula (II) 



rine A 




(") 

(in the formula, each symbol has the same aforesaid definitions). Wherein, phenol derivative has the 
same definition as the aforesaid definition. 

This step can be carried out by process same as in the said step 2 using an equivalent quantity of the 
compound, the quantity of base, the reaction time, reaction temperature, the reaction solvent 
Compound (15) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
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example concentration, vacuum concentration, reprecipitation, solvent extraction, crystallization, 
chromatography and the like. 

(Step 7). 

This step comprises a process wherein compound (16) is produced by removing the protecting group 
W of the carboxyl group from the compound (15) obtained in the said step 6. 

In this step, the removal reaction of protecting group W of carboxyl group can be carried out by a 
process in accordance with literature (Protective Groups in Organic Synthesis, T.W. Green, 2nd 
Edition. John Wiley & Sons Co, 1991, or the like), a method in accordance with this, or a combination 
of these with conventional method. 

Compound (16) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography and the like. 

(Step 8). 

This step comprises a process wherein the compound in accordance with this invention (1-4) is 
produced by reacting carboxylic acid derivative (16) obtained in the said step 7 and the said compound 
(2). 

Reaction which is used in this step is the so-called amide bond forming reaction, and reaction 
conditions such as for example are similar to the aforesaid step 1 under equivalent quantity of the using 
compound, reaction temperature, the reaction time, condensing agent and a reaction assistant or the 
like. 

The compound obtained in this way (1-4) can be subjected to next step without being isolated and 
purified or can be isolated and purified by using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography. 

The compound in accordance with this invention (1-5) can be produced by following process. 
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d-5) 

(In the formula, Wl represents a thiol protecting group, X2 represents a leaving group, and other 
symbols are same as in the aforesaid definition). 

(Step 9). 

This step comprises a process wherein compound (20) is produced by eliminating the thiol protecting 
group from compound (19). 

Elimination of the thiol protecting group in this step can be carried out by a method in accordance with 
literature (for example Protective Groups in Organic Synthesis, T.W. Green, Second Edition, John 
Wiley & Sons Co, 1991, or the like), a method in accordance with it, or a combination of these and 
conventional method. 



The protecting group WI of thiol group is any one which is readily deprotected in this step, producing 
SH group. 

As protecting group WI of said thiol group, substituted aralkyl group such as for example 4- 
methoxybenzyl group or or trityl group and the like or acyl group such as for example benzoyl group 
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or acetyl group and the like is nominated. 

The compound (20) obtained in this way, can be subjected to next step without being isolated and 
purified or can be isolated and purified by using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, reprecipitation, solvent extraction, 
crystallization, chromatography and the like. 

(Step 10). 

This step comprises a process wherein compound (22) is produced by reacting compound (20) obtained 
in the said step 9 with compound (21) in the presence of base. 

The compound (21) used in this step can be any compound where the X2 acts as leaving group in step 
21, producing compound (22) for example a halogen atom such as fluorine atom, chlorine atom, 
bromine atom, iodine atom or the like, sulphonate, phosphonate and the like are nominated Among 
these fluorine atom, chlorine atom, iodine atom, trifluoromethane sulphonate and the like are preferred, 
and fluorine atom, bromine atom or iodine atom and the like is more preferred. 

The reaction conditions such as for example quantity of the compound and base used in this step, the 
reaction time, reaction temperature, reaction solvent or the like can be the same as in the aforesaid 
second step. 

Compound (22) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, crystallization, solvent extraction, reprecipitation, 
chromatography and the like. 

(Step 11). 

This step comprises a process wherein, the compound (1-5) is produced by reacting compound (22) 
obtained in the said step 10 with compound (8) mentioned above in the presence of base. 

The reaction conditions such as for example quantity of the compound and base used in this step, the 
reaction time, reaction temperature, reaction solvent or the like can be the same as in the step 2. 

The compound obtained in this way (1-5) can be isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, crystallization, 
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solvent extraction, reprecipitation, chromatography and the like. 

Moreover, among the compound in accordance with this invention, in the said formula (I), when XI-R1 
is CH2-CO-RI or CH2-S-RI, it is possible that the compound in accordance with this invention (1-6) is 
produced by following process. 



rine A 



rine A 




(1-6) 

(wherein, each symbol has the same aforesaid definitions). 
(Step 12). 

This step comprises a process wherein a compound (26) is produced by reacting cyanopyridine 
derivative (25) with mCPBA. Oxidation reaction which is used in this step can be carried out by a 
process in accordance with the literature (for example Tetrahedron, Vol 42, number 5, pi 475- 1485) or 
a method based on this or a combination of these with conventional methods. The quantity of mCPBA 
which is used is usually 0.5-1 equivalents, preferably 1-3 equivalents with respect to 1 equivalent of 
compound (25). 
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The reaction time is 10 minutes to 24 hours, preferably 30 minutes to 12 hours. 

The reaction temperature is usually -20°C to boiling point of solvent temperature, preferably 0°C to 
boiling point of solvent temperature. 

The reaction solvent to be used is any species which does not hinder the reaction, but for example 
chloroform, methylene chloride, 1 ,2-dichloroethane and the like are preferred. 

Compound (26) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography. 

(Step 13). 

This step comprises a process wherein compound (27) is produced by reacting compound (26) obtained 
in the said step (12) with POC13. 

The quantity of POC13 which is used is usually 0.5-100 equivalents, preferably 1-20 equivalents with 
respect to 1 equivalent of compound (26). 

The reaction temperature is normally -20 to boiling point of solvent, preferably 20 to boiling point of 
solvent. 

The reaction time is usually 0.5-50 hours, preferably 1-24 hours. 

The reaction solvent which is used is any which does not hinder the reaction, but for example 
methylene chloride, chloroform, dichloromethane, acetonitrile, N,N-dimethylformamide and the like 
are preferred. 

Compound (27) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, solvent extraction, reprecipitation, crystallization, 
chromatography and the like. 

(Step 14). 
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This step comprises a process wherein compound (28) is produced by reacting compound (27) obtained 
in the said step 13 with compound (12) obtained in the said step 5 in the presence of base. The reaction 
which is used in this step can be performed by the same method as the above-mentioned step 5 under 
reaction conditions such as the quantity of compound (12), the quantity of base, reaction temperature, 
the reaction time, reaction temperature or the like according to the method of aforesaid step 2. 

Compound (28) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography and the like. 

(Step 15). J ; 

This step comprises a process wherein, compound (29) is produced by reacting compound (28) 
obtained in the said step 1 4 and the said compound (14). 

The reaction conditions such as for example the reaction solvent, the quantity of the compound used in 
this step, the quantity of base, reaction temperature, the reaction time, or the like are the same as in the 
said step 2. 

Compound (29) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of t well known separation and purification technique, 
for example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography and the like. 

(Step 16). 

This step comprises a process wherein carboxylic acid compound (30) is produced by hydrolysing 
compound (29) obtained in the said step 15. In this step, hydrolysis by alkali is carried out. 

As the alkali which is used, any can be used which can convert the cyano group of the aforesaid 
compound (29) into a carboxyl group, but among these sodium hydroxide aqueous solution, potassium 
hydroxide, barium hydroxide, lithium hydroxide and the like are preferred, and sodium hydroxide 
aqueous solution, potassium hydroxide aqueous solution and the like are more preferred. 

The amount of alkali to use differs depending on the compound and kind of solvent, and other reaction 
conditions, but it is usually 1-100 equivalents, preferably 1-30 equivalents with respect to 1 equivalent 
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of compound (29). 

The reaction temperature is usually 0 degrees to the boiling point of the solvent, preferably 50-100 
degrees. 

The reaction time is usually from 30 minutes to 50 hours, preferably 1-24 hours. 

The reaction solvent used is preferably methanol, ethanol, isopropanol, dioxane, dimethoxyethane, 
ethylene glycol and the like, more preferred are ethanol, isopropanol, dioxane and the like. 

Compound (30) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation purification technique, for 
example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography and the like. 

(Step 17). 

This step is a process to produce compound (31) by reacting the carboxylic acid compound (30) 
obtained in the aforesaid step 16 with compound (2). This step can be carried out by using amide bond 
forming reaction same as in step 1, 8, as described above and it can carry out by the method according 
to the literature (for example, basis and practice of peptide synthesis, Nobuo Izumiya, Comprehensive 
Organic Synthesis, Vol. 6, Pergamon Press, 1991), a method based on this, or a combination of these 
with conventional method. The reaction conditions such as for example the quantity of compound (2) 
used, the reaction solvent, reaction temperature or the like are similar to amide bond forming reaction 
as described above, step 1, 8. Compound (31) obtained in this way can be isolated and purified by 
using the like of well known separation and refinement means, for example concentration, vacuum 
concentration, solvent extraction, crystallization, reprecipitation, chromatography and the like. 

The compound (1-7) of compound (I) in accordance with this invention where XI-R1 is -CH2-Cm-Rl 
can be produced using the following process. 

(Here, Cm is a divalent saturated hydrocarbons group of 2-5C, and 1 of the carbon atoms in said 
divalent saturated hydrocarbons group may be replaced by nitrogen atom, oxygen atom or sulfur atom, 
and Rl is same as in the aforesaid definition) 
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(1-7) 

(wherein, each symbol has the same aforesaid definitions). 
(Step 18). 

This step comprises a process wherein compound (33) is produced by introducing a protecting group 
into the carboxyl group of compound (32). The method of introducng protecting group of carboxyl 
group, is the same method as in for example the aforesaid step 4, and it can be carried out in 
accordance with literature (for example Protective Groups in Organic Synthesis, T.W. Green, Second 
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Edition, John Wiley & Sons Co, 1991, or the like), method in accordance with it or a combination of 
these and conventional method. 

Compound (33) obtained in this way can be subjected to next step without being isolated and purified 
or can be isolated and purified by using the like of well known separation and refinement means, for 
example concentration, vacuum concentration, solvent extraction, crystallization, reprecipitation, 
chromatography and the like. 

(Step 19). 

This step comprises a process wherein compound (34) is produced by reacting compound (33) obtained 
in the said step 1 with mCPBA. It may be carried out using condition same as in the aforesaid step 12 
with regard to the quantity of mCPBA used in this step, reaction temperature, the reaction solvent, 
other reaction conditions. The compound (34) which is obtained in this way can be subjected to next 
step without being isolated and purified or can be isolated and purified by using the like of well known 
separation and refinement means, for example concentration, vacuum concentration, solvent extraction, 
crystallization, reprecipitation, chromatography and the like. 

(Step 20). 

This step comprises a process wherein compound (35) is produced by reacting compound (34) obtained 
in the said step 19 and POC13. 

In this step the quantity of POC13 with respect to 1 equivalent of compound (34), reaction temperature, 
other reaction conditions such as for example reaction time or the like are the same as for the aforesaid 
step 13. Compound (35) obtained in this way can be subjected to next step without being isolated and 
purified or can be isolated and purified by using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, reprecipitation, 
crystallization, chromatography and the like. 

(Step 21). 

This step comprises a process wherein compound (36) is produced by removing the protecting group 
from the carboxyl group of compound (35) obtained in the said step 20. 

The removal of the protecting group W from the carboxyl group used in this step, can be carry out 
under the same reaction conditions as in the said step 7, or by process in accordance with literature (for 
example Protective Groups in Organic Synthesis, T.W. Green, Second Edition, John Wiley & Sons Co, 
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1991, and the like), a method in accordance with this or a combination of these with conventional 
method. Compound (36) obtained in this way can be subjected to next step without being isolated and 
purified or can be separated and purified, for example by concentration, vacuum concentration, solvent 
extraction, crystallization reprecipitation, chromatography and the like. 

(Step 22). 

This step is a process to produce compound (37) by reacting compound (36) obtained in the aforesaid 
step 21 with the above-mentioned compound (2). 

Reaction which is used in this step may be carried out in the same way as in amide bond formation 
reaction such as for example the aforesaid step 1 or 8 or the like. Compound (37) obtained in this way 
can be subjected to next step without being isolated and purified or can be isolated and purified by 
using the like of well known separation and refinement means, for example concentration, vacuum 
concentration, solvent extraction, crystallization, reprecipitation, chromatography and the like. 

(Step 23). 

This step comprises a process wherein compound (38) is produced by reacting compound (37) obtained 
in the said step 22 and the said compound (14) in the presence of base. Reaction which is used in this 
step can be carried out by the same process as the said second step. Compound (38) obtained in this 
way can be subjected to next step without being isolated and purified or can be isolated and purified by 
using the like of well known separation and refinement means, for example concentration, vacuum 
concentration, solvent extraction, reprecipitation, crystallization, chromatography and the like. 

(Step 24). 

This step comprises a process wherein compound (39) is produced by reacting compound (38) obtained 
in the said step 23 with NaBH4. The reaction can be carried out by process in accordance with 
literature (for example Comprehensive Organic Science), method in accordance with this or 
combination of these and conventional method in this step. 

The quantity of NaBH4 which is used differs depending on compound (38) and kind of solvent, other 
reaction conditions used, it is usually 0.2-30 equivalents, preferably 1-10 equivalents with respect to 1 
equivalent of compound (38). 

The reaction temperature is usually -78°C to the boiling point of the solvent, and preferably 10-40 
degrees. 
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The reaction time is 0.1 to 24 hours, preferably 0.2 to five hours. 

The reaction solvent to be used can be any as long as it does not hinder the reaction, and for example 
methanol, ethanol, isopropanol, tetrahydrofuran and the like are preferred, and methanol, ethanol and 
the like are more preferred. Compound (39) obtained in this way can be subjected to next step without 
being isolated and purified or can be isolated and purified by using the like of well known separation 
and refinement means, for example concentration, vacuum concentration, solvent extraction, 
reprecipitation, crystallization, chromatography and the like. 

(Step 25). 

This step comprises a process wherein, by reacting compound (39) obtained in the said step 24 and HSi 
Et3, the compound (1-7) is produced. 

The reductive reaction which is used in this step can be carried out by a process in accordance, with 
literature (J.O.C. Vol. 53, issue 22, pp. 5301-5304 (1988)), a process in accordance with this or by 
combining these and the conventional method. 

The quantity of HSi Et3 used differs depending on kind of compound (39) and kind of solvent, other 
reaction conditions, but it is usually 0.5-100 equivalents, preferably 1-10 equivalents with respect to 1 
equivalent of compound (39). 

Usually the reaction time is 0.2-30 hours and is preferably 0.5-10 hours. 

The reaction temperature is usually -10°C to the boiling point of the solvent, and is preferably 0°C to 
the boiling point of the solvent. 

The reaction solvent to be used can be any as long as it does not hinder the reaction in this step, and for 
example trifluoroacetic acid is preferred. The compound obtained in this way in accordance with this 
invention (1-7) can be isolated and purified by using the like of well known separation and refinement 
means, for example concentration, vacuum concentration, solvent extraction, crystallization, 
reprecipitation, chromatography and the like. 

Wherein, when R2 or R3 is lower alkoxy group, the hydrogen atom in the alkyl group constituting the 
alkoxy group may be substituted with hydroxy group or amino group, houwever, when substituted by 



©Rising Sun Communications Ltd. 



http://www.risingsun. co. uk 



WO04/81001 



75 



Caution : Translation Standard 
is Post-Edited Machine Translation Standard 



said hydroxy group or amino group, the introduction or elimination of protecting group of said hydroxy 
group or amino group is carried out in accordance with requirements in any of aforesiad step 1 to step 
25. 

During introduction or elimination of the said protecting group, it can be carried out by processes of 
the aforesaid literature (for example protective groups in organic synthesis) or the like, a process in 
accordance with these, or by combining these and the conventional method. 

In addition, when A ring, Rl or B ring has a substituent, depending on the form of substituent, a 
protecting group is introduced to or eliminated from each substituent in accordance with requirements, 
thereby the reaction of each step can be proceeded without hindrance. 

Introduction and stripping reaction of the said protecting group can be carried out by a process 
described in literature (for example Protective Groups in Organic Synthesis, T.W. Green, Second 
Edition, John Wiley & Sons Co, 1991, or the like), a method in accordance with it or combining these 
and conventional methods. 

Pyridine-2-carboxamide derivative put forward by this invention can be present as pharmacologically 
acceptable salt, and as for the aforesaid salt can be produced in accordance with conventional method 
using aforesaid formula (1-1), (1-2), (1-3) (1-4), (1-5), (1-6) and (1-7) included by compound (I) in 
accordance with this invention. 

In an embodiment, when the compound of aforesaid (M), (1-2), (1-3) (1-4), (1-5) (1-6) and (1-7) has a 
basic group derived from, for example the amino group, pyridyl group or the like within the aforesaid 
molecule, it is possible to convert to corresponding pharmacologically acceptable salt by treating the 
aforesaid compound with acid. 

As the aforesaid acid addition salt, the acid addition salt for example hydrogen halide acid salt such as 
hydrochloride, hydrofluoric acid salt, hydrobromic acid salt, hydroiodic acid salt or the like, inorganic 
salt such as nitrate, perchlorate, sulfate, phosphate, carbonate or the like, lower alkyl sulfonate such as 
methanesulfonate, trifluoromethanesulfonate, ethanesulfonic acid salt or the like, aryl sulfonate such as 
benzensuplhonate, p-toluenesulfonate or the like, organic salt such as fumarate, succinate, citrate, 
tartrate, oxalate, maleate or the like and organic acid of amino acid such as glutamic acid salt, aspartate 
or the like are nominated. Moreover, when the compound of this invention is having acidic group in the 
said group, for example when it has carboxyl groups, it is possible to convert to the corresponding 
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pharmacologically acceptable salt by treating the aforesaid compound with base. As the aforesaid base 
addition salt, for example alkali metal salt such as sodium, potassium and the like, alkaline earth metal 
salt such as calcium, magnesium and the like, salt of organic base such as ammonium salt, guanidine, 
triethylamine, dicyclohexylamine and the like are nominated. Furthermore, the compound of this 
invention may be present as free compound or arbitrary hydrate or solventate of salts thereof. 

In the production of agent for therapy or prevention of symptom or a disease related to type II diabetes 
raellitus or corresponding thereof, and the compound of formula (I) in accordance with this invention 
can be used in a combination of the compound of formula (I) and support material. 

Of course the dose for therapy or prevention of the compound of formula (I) in accordance with this 
invention is altered by character of symptom to be treated, the specific compound and administration 
route to be selected. 

Moreover, it is altered also by age, body weight and sensitivity of each patient. Generally dosage per 
day is about 0.001 mg to 100 mg per 1 kg in weight as the quantity of single administration or a 
plurality of administrations, and preferably it is about 0.01 mg to 50 mg, more preferably about 0.1 mg 
to 10 mg per 1 kg in weight. There is a case to be required to use the dose exceeding the range of these 
restriction. 

As example of appropriate quantity of oral administration, as single or plurality of adrninstrations of 2- 
4 times per day, it is at least 0.01 mg and at most 2.0 g. Preferably the range of dose is about 1.0 mg to 
about 200 mg in administration of once or twice a day. More preferably, the range of dose is about 10 
mg to 100 mg in administration of once per day. 

When intravenously administration or oral administration is used, typical administration range is about 
0.001 mg to about 100 mg (preferably, about 0.01 mg to about 10 mg) of the compound of formula (I) 
per 1 kg in weight per day, and more preferably about 0.1 mg to 10 mg of the compound of formula (I) 
per 1 kg in body weight pre day. 

As described above, medicinal composition includes the compound of formula (I) and 
pharmacologically acceptable carrier. The term "a composition" includes also active and inerts 
component constructed carrier (pharmacologically acceptable excipient) in addition to the one obtained 
by combining, complexing or agglomerating ny of 2 or more components directly or indirectly, the one 
obtained by the result of dissociation of one or more component or the one obtained by result of other 
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type action or interaction between components. 

A composition containing the compound of formula (I) in an effective quantity for therapy or 
prevention of type II diabetes mellitus or delaying onset thereof by combining with pharmacologically 
permitted carrier is preferred. 

Any appropriate administration route can be used in order to administer the effective dose of the 
compound in accordance with this invention to mammal, in particularly human. For example, orally, 
rectum, locally, vein, eye, lung, nose or the like can be used. As example of administrative form, there 
are tablet, troche, powder, suspension, solution, encapsulated formulation, cream, aerosol or the like, 
and tablet for oral is preferred. 

In preparation of a composition for oral, any medium can be used so long as an ordinary medium for 
drug, and for example water, glycol, oil, alcohol, flavor additive, preservative, coloring agent or the 
like. When liquid composition for oral is prepared, for example suspension, elixir agent and solution 
are nominated, and as carrier, for example, starch, sugar, microcry stall ine cellulose, diluent, 
granulating agent, lubricant, binding agent, disintegrating agent or the like are nominated. When solid 
composition for oral is prepared, for example, powder, encapsulated formulation, tablet or the like are 
nominated, and among these, solid composition for oral is preferred. 

From ease of administration, tablet and encapsulated formulation are the most useful oral 
administration forms. Tablet can be coated with normal aqueous or non-aqueous technique in 
accordance with requirements. 

In addition to the aforesaid ordinary administrative form, the compound in accordance with formula (I) 
is possible to be administered with release regulation means and/or delivery apparatus in accordance 
with, for example U.S. patent number 3,845,770, 3,916,899, 3,536,809, 3,598,123, 3,630,200 and 
4,008,719. 

As for the medicinal composition in accordance with this invention which is suitable for oral 
administration, it is nominated encapsulated formulation, cashew agent or tablet including active 
ingredient in a fixed quantity determined beforehand respectively as powder or granule, or as water- 
soluble liquid, water insoluble liquid, emulsion of oil in water type or emulsion of water in oil type It is 
possible that such composition is prepared using any kind of process in pharmaceutics, and all 
processes are included a process to biding together active ingredient and carrier formed from one or 
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more necessary component. 

Generally composition is prepared by mixing thoroughly and also uniformly active ingredient and 
liquid carrier or solid carrier separated well or both of them, and thereafter, making product in suitable 
form in accordance with requirements. For example, tablet is prepared by compression and molding, 
together with one or more subcomponent in accordance with requirements. Compression tablet is 
prepared by compressing active ingredient in form such as powder, granule or the like freely with 
mixing with binding agent, lubricant, inert excipient, surface active agent or dispersant in accordance 
with requirements with a suitable machine. Formed tablet is prepared by forming mixture of the wet 
compound in powder form and diluent of inert liquid with a suitable machine. 

Preferably each tablet includes active ingredient about 1 mg to 1 g, and each cashew agent or 
encapsulated formulation includes active ingredient about 1 mg to 500 mg. 

Example of administrative form on drug of the compound of formula (I) is as follows. 

Table 1 

Suspension for injection (l.M.) 

mg/ml 

Compound of formula (I) 10 
Methyl cellulose 5.0 
Tween 80 0.5 
Benzyl alcohol 9.0 
Benzalkonium chloride 1.0 
It is made 1.0 ml by addition of water for injection. 

Table 2 



Tablet 



mg/tablet 



Compound of formula (I) 
Methyl cellulose 
Tween 80 
Benzyl alcohol 
Magnesium stearate 



25 
415 
14.0 
43.5 
2.5 



Total 500 mg 



Table 3 
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Encapsulated formulation 

mg/capsole 
Compound of formula (I) 25 

Lactose powder 573.5 ' 

Magnesium stearate 1.5 
Total 600 mg 

Table 4 

Aerosol 

per 1 container 
Compound of formula (I) 24 mg 

Lecithin, NF Liq. Cone. 1 .2 mg 

Trichlorofluoromethane, NF 4.025 mg 
Dichlorodifluoromethane, NF 12.15 g 

The compound of formula (I) can be used by combining other agents used for therapy / prevention / 
delay of the onset of type II diabetes mellitus in addition to the disease or symptoms related to type II 
diabetes mellitus. The said other agents can be administered separately or simultaneously with the 
compound of formula (I) in usually-used administration route and dose. 

When the compound of formula (I) is simultaneously used with one or more agent, a medicinal 
composition containing the compound of formula (I) and these other agents is preferable. Accordingly, 
the medicinal composition in accordance with this invention includes one or more other active 
ingredients in addition to the compound of formula (I). As example of active ingredient used by 
combining with the compound of formula (I), which may be administered separately or in a same 
medicinal composition, however, it is not restricted in following species. 

(a) bis-guanide (for example, buformin, metformin, phenformin), 

(b) PPAR agonist (for example, troglitazone, pioglitazone, nosiglitazone), 

(c) Insulin, 

(d) Somatostatin, 

(e) cc-glucosidase inhibitor (for example, Voglibose, miglitol, acarbose) and 

(f) Insulin secretion promoter (for example, acetohexamide, carbutamide, chlorpropamide, 
glibomuride, gliclazide, glimepiride, glipizide, gliquidone, glisoxepid, glyburide, glyhexamide, 
glypinamide, phenbutamide, tolazamide, tolbutamide, tolcyclamide, nateglinide, repaglinide). 
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Weight ratio of the compound of formula (I) with respect to the 2nd active ingredient is altered in 
range of wide restriction, and moreover, it depends on effective dose of each active ingredient 
Accordingly for example, when PPAR agonist is used by combining with the compound of formula (I), 
weight ratio of the compound of formula (I) with respect to PPAR agonist is generally about 1000 : 1-1 
: 1000, and preferably about 200 : 1-1 : 200. Combination of the compound of formula (I) and other 
active ingredient is in the aforesaid range, however, in any case, effective dose of each active 
ingredient should be used 

Hereinafter glucokinase activated property shown by the compound represented by compound (I) in 
accordance with this invention and a test process thereof. 

Measurement of excellent glucokinase activation action contained in the compound represented by the 
aforesaid formula (I) can be carried out by a process in accordance with literature (for example 
Diabetes, vol 45, pp. 1671-1677, 1996, or the like) or a method in accordance with it. 

As far as glucokinase activity is concered, glucose-6-phosphoric acid is not directly measured, but 
degree of activation of glucokinase is determined by measuring the quantity of Thio-NADH formed, 
when glucose-6-phosphoric acid dehydrogenase, which is the reporter enzyme, forms phospho 
gluconolactone from glucose-6-phosphoric acid. 

Recombinant human liver GK used in this assay was expressed in E.coli as FLAG fusion protein and 
refined with ANTIFLAG M2 AFFINITY GEL (Sigma). 

The assay was carried out at 30°C using flat bottomed 96-well plate. 

Assay buffer (25 mM Hepes Buffer: pH=7.2, 2 mM MgC12, 1 mM ATP, 0.5 mM TNAD, 1 mM, 
dithiothreitol) 69 \i\ was aliquote and DMSO 1 |ll was added as DMSO solution of the compound or 
control. Next, enzyme mixture (FLAG-GK, 20U/ml G6PDH) 20 \i\ cooled in ice was discharged, and 
thereafter, the substrate 25 mM glucose 10 u.1 was added, and reaction was started (the final glucose 
concentration^ 2.5 mM). 

After start of reaction, increase of absorbance of 405 nm was measured for ten minutes every 30 
seconds, and increment for the first five minutes was used, and evaluation of the compound was carried 
out. FLAG-GK was added so that absorbance increment after five minutes became between 0.05-0. 1 in 
the presence of 1 % DMSO. 
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The OD value with DMSO control was made 100 %, and the OD value in each concentration of the 
test compound was measured. 

From the OD value of each concentration, Emax (%) and EC50 (u\M) were calculated, and these were 
used as indicators of GK activation property of the compound. 

The GK activation property of the compound in accordance with this invention was measured by this 
method. The results thereof are shown in the following Table 5. 

Table 5 

(GK activated property of the compounds of this invention). 
Compound number Emax (%) EC50 (uM) 
Production Example 1 997 0.05. 
Production Example 7 1067 0.06. 
Production Example 30 818 0.12. 

As shown in the aforesaid Table 1, the compound in accordance with this invention has sufficient GK 
activated properties with Emax and EC50 as indicator. 

Hereinafter, this invention will be further described in concrete terms by Preparation Examples and 
Production Examples. However, this invention is not restricted in any way by these. 
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Preparation Example 1. 

The 10 pts. of compound of Production Example 1, heavy magnesium oxide 15 pts. and lactose 75 pts. 
were uniformly mixed and made into powdered drug in powdery-form or fine granular of 350 \im or 
less. This powder was introduced into capsule container and made into capsules. 

Preparation Example 2 

The 45 pts. of compound of Production Example 1, starch 15 pts., lactose 16 pts., crystalline cellulose 
21 pts., polyvinyl alcohol 3 pts. and distilled water 30 pts. were uniformly mixed and thereafter, 
pulverised, granulated and dried, and thereafter, made into granule of a diameter size of 1410.177 urn 
by classification with a sieve. 

Preparation Example 3 

Granules were produced by the same process as in Preparation Example 2, and thereafter, calcium 
stearate 3 pts. was added with respect to this granule 96 pts., and tablets of a diameter of 10 mm were 
produced by compression-molding. 

Preparation Example 4 

Crystalline cellulose 10 pts. and calcium stearate 3 pts. were added with respect to granule 90 pts. 
obtained by process of Preparation Example 2, and made a tablet of a diameter of 8 mm by 
compression-molding, and thereafter, thereto was added syrup gelatin, precipitated calcium carbonate 
mixed suspension, and sugar-coated tablet was produced. 

Thin layer chromatograph of Example was used Silicagel 60F245 (Merck) as plate and UV detector as 
detection method. As silica gel for column, Wakogel TM C.300 (Wako Jyunyaku) and as silica gel for 
reverse phase column, LC-SORB TM SP-B-ODS (Chemco) or YMC-GEL TM ODS-AQ 120-S50 
(Yamamura Chemical Research) were used respectively. 

Meaning of abbreviation in the following Examples are shown below. 

i-Bu: isobutyl group. 
n-Bu: n-butyl group. 
t-Bu: t-butyl group. 
Me: methyl group. 
Et: ethyl group. 
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Ph: phenyl group. 

i-Pr: isopropyl group. 

n-P: n-propyl group. 

CDCI3 : deuterated chloroform. 

CD30D: deuterated methanol. 

DMSO-dfl : heavy dimethyl sulphoxide. 

The meaning of abbreviation in nuclear magnetic resonance spectrum are as follows. 

s: singlet. 

D: doublet. 

Dd: double doublet. 

t: triplet. 

m: multiplet. 

br: broad. 

q: quartet. 

j: coupling constant. 
Hz: Hertz. 

Production Example 1 



Preparation of 3-r4-methoxv-phenvl sulphanvlV6-(4H-r 1.2,4] triazol-3-vlVN>(thiazol-2-vlV2> 
pyridinecarboxamide 

Aminothiazole 9.00 g (89.9 mmol), N-hydroxybenzotriazole hydrate 12-1 g (89.7 mmol) and l-(3- 
dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 19.0 g (99.2 mmol) were added 
successively to a chloroform solution (400 ml) of 3,6-dichloro-2-pyridinecarboxylic acid 14.1 g (73.0 
mmol), and thereafter, it was stirred at room temperature for 24 hours. The reaction liquor was 
concentrated and thereafter, ethyl acetate was added to the residue and was washed with 0.2 N- 
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hydrochloric acid aqueous solution, water, saturated aqueous sodium bicarbonate solution and 
saturated aqueous sodium chloride solution. After drying and concentrating, the obtained residue was 
crystallised from a mixed solvent of hexane-acetic acid ethyl ester (5 : 1), and thereby 3,6-dichloro-N- 
(thiazol-2-yl)-2-pyridinecarboxamide 12.8 g (yield = 64 %) was obtained as white solid. 

Potassium carbonate 1.25 g (9.04 mmol) and 4-methoxy thiophenol 605 ml (4.87 mmol) were added to 
N,N-dimethylformamide solution (10 ml) of the obtained dichloro body 1.27 g (4.64 mmol), and 
thereafter, it was stirred at room temperature for 24 hours. Water was added to the reaction liquid and 
the liquid extracted with ethyl acetate and thereafter, was washed with saturated aqueous sodium 
chloride solution. After drying and concentrating, the obtained residue was refined using silica gel 
column chromatography (hexane : ethyl acetate = 4:1 - 1:1), and 6-chloro-3-(4-methoxy-phenyl 
sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide 1.70 g (yield = 97 %) was obtained as white solid. 

Potassium carbonate 350 mg (2.53 mmol) and 3-mercapto-l,2,4-triazole 285 mg (2.82 mmol) were 
added to N,N-dimethylformamide solution (10 ml) of the obtained 6-chIoro derivative 705 mg (1.87 
mmol) and thereafter, the mixture was heated under reflux for 35 hours. Water was added to the 
reaction liquor, extraction was carried out three times with chloroform, and thereafter, it was dried, and 
the organic layer was concentrated under reduced pressure. The obtained residue was refined by 
crystallization silica gel column chromatography (chloroform : methanol = 100 : 1) and mixed solvent 
of hexane-acetic acid ethyl ester (1 : 1), and the title compound 410 mg (yield = 50 %) was obtained as 
white solid. 

'H-NMR (CDC1 3 ) 5 : 3.87 (3H, s), 6.07-7.07 (4H, m), 7.22 (1H, d, J = 8.7 Hz), 7.45 (1H, q, J - 3.6 
Hz), 7.49 (2H, d, J = 9.0 Hz), 8.35 (1H, s). 
ESI-MS (m/e)= 443 (M+H) + . 

Using the process same as in the aforesaid Production Example 1 , the compounds of Production 
Examples 2-51 were obtained. Below analysis data of these compounds are shown. 

Production Example 2 




F 



©Rising Sun Communications Ltd. 



http://www. risingsun. co. uk 



WO04/81001 



85 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 



Preparation of 3 -(4-fluoro -phenyl sulphanvlV6-r4-methvl-4H-rL2.41 triazoI-3-yl-sulphanvlVN-(4- 
methvI-thiazol"2"vlV2-pyridinecarboxamide 

The compound of Production Example 2 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazoI, 4-fluoro-thiophenol and 3-mercapto-4- 
methyl- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.42 (3H, s), 3.74 (3H, s), 6.62 (1H, s), 7.00 (1H, d, J = 9.0 Hz), 7.10 (1H, d, J = 
9.0 Hz), 7.17 (2H, m), 7.53 (2H, m), 8.40 (1H, s). 
ESI-MS (m/e) = 459 (M+H) + . 

Production Example 3 




Preparation of 3-(4-fluoro-phenvl sulphanvn-6-f4H-r 1.2.41 triazol-3-vl-sulphanvlVN-(4-methvl- 
miazol-2-vIV2-pyridinecarboxamide 

The compound of Production Example 3 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, 4-fluoro thiophenol and 3-mercapto- 
1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.40 (3H, s), 6.61 (1H, s), 7.01 (1H, d, J = 9.3 Hz), 7.17-7.25 (3H, m), 7.58 (2H, 

m), 8.35 (1H, s). 

ESI-MS (m/e) = 445 (M+H) + . 

Production Example 4 




Preparation of 3-(4-fluoro-phenvl sulphanvlV6-(l-methvl-imidazol-2-vl-sulphanvn-N-(4-methvl- 
thiazol-2-vlV2-pvridinecarboxamide 
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The compound of Production Example 4 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 



1,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.41 (3H, s), 3.73 (3H, s), 6.60 (1H, s), 6.77 (1H, d, J = 8.7 Hz), 6.92 (1H, d, J = 
8.7 Hz), 7.10-7.22 (4H, m), 7.52 (2H, m). 
ESI-MS (m/e) = 458 (M+H) + . 

Production Example 5 



Preparation of 3-(4-fluoro-phenvl sulphanvlV6-(l -methyl- lH-tetrazol-5- vI-sulphanylVN-(4-methvI- 
miazol-2-vlV2-pyridinecarboxamide 

The compound of Production Example 5 is produced using the same process as in Production Example 
1, a process based on this or a combination of these with conventional procedures, using 3,6-dichloro- 
2-pyridinecarboxylic acid, 2-amirio-4-methylthiazol, 4-fluoro thiophenol and 5-mercapto-l -methyl 
triazole. 

'H-NMR (CDCI3) 8 : 2.43 (3H, s), 4.12 (3H, s), 6,65(1H, s), 7.12 (1H, d, J = 9-0 Hz), 7.21 (2H, m), 
7.45 (1H, d, J = 9.0 Hz), 7.58 (2H, m). 
ESI-MS (m/e) = 460 (M+H) + . 

Production Example 6 



Preparation of 3-fcvclohexvl sulphanvn-6-(4H-f 1,2.41 triazol-3-vl-sulphanvn-N-(4-methvl-thiazol-2- 
yD-2-pvridinecarboxamide 

The compound of Production Example 6 can be produced using the same process as in Production 



dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, 4-fluoro thiophenol and 3-mercapto- 
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Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, cyclohexane thiol and 3-mercapto-l,2,4- 
triazole. 



'H-NMR (CDC1 3 ) 8 : 1.20-1.75 (6H, m), 1.84 (2H, m), 2.06 (2H, m), 2.36 (3H, s), 3.25 (1H, m), 6.56 
(1H, s), 7.43 (1H, d, J = 8.7 Hz), 7.64 (1H, d, J = 8.7 Hz), 8.33 (1H, s). 
ESI-MS (m/e) = 433 (M+H) + . 

Production Example 7 



Preparation of 3-(4-fluoro-phenvl sulphanvl)-6-(4H-[ 1.2.41 triazol-3-vl-sulphanvn-N-fthiazol-2-vn-2- 
pyridinecarboxamide 

The compound of Production Example 7 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-fluoro thiophenol and 3-mercapto-l,2,4- 
triazole. 

'H-NMR (CDCI3) 8 : 7.01 (1H, d, J = 8.7 Hz), 7.09 (1H, d, J = 3.6 Hz), 7.19 (2H, m), 7.25 (1H, d, J = 
8.7 Hz), 7.50 (1H, d, J = 3.6 Hz), 7,50(2H, m), 8.35 (1H, s). 
ESI-MS (m/e) = 431 (M+H) + . 

Production Example 8 



Preparation of 3-rthiazol-2-vl-sulphanvIV^ 

pyridinecarboxamide 

The compound of Production Example 8 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, 2-mercapto-thiazoIe and 3-mercapto- 
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1,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.40 (3H, s), 6.60 (1H, m), 7.30-7.36 (2H, m), 7.59 (1H, d, J - 3.6 Hz), 8.02 (1H, 
d, J = 3.6 Hz), 8.34 (1H, s). 
ESI-MS (m/e) = 434 (M+H) + . 

Production Example 9 



Preparation of 3-f 2-fluor o-phenvl sulphanylV6-(4H-r 1 ,2.4Vtriazol-3-vl-suIphanvlVN-fthiazol-2-vn-2- 
pyridinecarboxamide 

The compound of Production Example 9 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 2-fluoro thiophenol and 3 -mercapto- 1,2,4- 
triazole. 

'H-NMR (CDCI3) 8 : 7.01-7.04 (2H, m), 7.20-7.28 (3H, m), 7.46 (1H, d, J = 3.6 Hz), 7.51-7.64 (2H, 

m), 8.36 (1H, s). 

ESI-MS (m/e) = 431 (M+H) + . 

Production Example 10 



Preparation of 3-phenvl sulphanvl-6-r4H-ri.2.41-triazol-3-vl-sulphanvn-N-(thiazol-2-vlV2- 

pyridinecarboxamide 

The compound of Production Example 10 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, thiophenol and 3 -mercapto- 1,2,4-triazole. 



1 H-NMR (CDCI3) 8 : 7.02-7.09 (2H, m), 7.24 (1H, d, J = 8.7 Hz), 7.47-7.53 (4H, m), 7.57-7.63 (2H, 
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m), 8.38 (1H, s). 

ESI-MS (m/e) = 413 (M+H) + . 



Production Example 11 



.s. 




Preparation of 3 -(4-fluoro-phenvloxv)-6-f4H-f 1,2,41 triazol-3-vl-sulphanvlVN-(thiazol-2-vn-2- 
pyridinecarboxamide 

The compound of Production Example 1 1 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid-2-aminothiazole, 4-fluorophenol and 3-mercapto-l,2,4-triazole. 



l H-NMR (CDC1 3 ) d : 7.04 (1H, d, J = 3.6 Hz), 7105/7.13 (4H, m), 7.24 (1H, Id, J - 8.7 Hz), 7.46-7.51 
(2H, m), 8.32 (1H, s). 
ESI-MS (m/e) = 415 (M+H) + . 

Production Example 12 



Preparation of 3-(4-methoxv-phenylmethvl suIphanvO-6-(4-methvl-4H-f 1,2,41 triazol-3-vl-sulphanvD- 
N-fthiazol-2-yl)-2-pyridinecarboxamide 

The compound of Production Example 1 2 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-methoxybenzyl mercaptan and 3-mercapto-4- 
methyl- 1 ,2,4-triazole. 



'H-NMR (CDCI3) 5 : 3.76 (3H, s), 3.79 (3H, s), 4.1 1 (2H, s), 6.84 (2H, d, J = 8.8 Hz), 7.01 (1H, d, J = 
3.2 Hz), 7.30 (1H, d, J = 8.8 Hz), 7.32 (2H, d, J - 8.8 Hz), 7.51 (1H, d, J = 3.2H1), 7.65 (1H, d, J - 8.8 
Hz), 8.44 (1H, s). 
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ESI-MS (m/e) =471 (M+H) + . 



Production Example 13 



<YT) 




Preparation of 3-G-fluo ro-phenvl sulphanvn-6-f4H-r 1.2.41 triazoI-3-vl-sulphanvlVN^thiazol-2-vn-2- 
pvridinecarboxamide 

The compound of Production Example 13 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 3-fluoro thiophenol and 3-mercapto-l,2,4- 
triazole. 

] H-NMR (CDC1 3 ) 8 : 7.02 (1H, d, J = 3.6 Hz), 7.05 (1H, d, J = 8.4 Hz), 7.18 (1H, td, J = 8.4Hz, 3.2 
Hz), 7.24 (1H, d, J = 8.4 Hz), 7.29 (1H, ddd, J = 8.4Hz, 2.8 Hz, 2.8 Hz), 7.36 (1H, d, J = 7.6 Hz), 7.42- 
7.48 (2H, m), 8.35 (1H, s). 
ESI-MS (m/e) = 431 (M+H) + . 

Production Example 14 



Preparation of 3-( r 2.4-difluoro-phenvl sulphanvn-6-(4H-f 1.2.4] triazol-3-vl-sulphanvn-N-(thiazol-2- 
vlV2-pvridinecarboxamide 

The compound of Production Example 14 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 2,4-difluoro thiophenol and 3-mercapto-l,2,4- 
triazole. 

'H-NMR (CDCI3) 5 : 6.98-7.05 (4H, m), 7.28 (1H, d, J - 8.8 Hz), 7.46 (1H, d, J - 3.6 Hz), 7.58-7.64 
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(1H, m), 8.36 (1H, s). 
ESI-MS (m/e) = 449 (M+H) + . 

Production Example 15 




Preparation of 3-(4-fluoro-phenvl sulph anvlV6-r5>methvl-4H-rL2,41-triazoU3-vl-suIphanvlVN- 

(thiazol-2-vl>2-pvridinecarboxamide 

The compound of Production Example 15 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-fluoro thiophenol and 3-mercapto-5-methyl- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2/58 (3H, s), 6.97 (1H, d, J = 8.4 Hz), 7.04 (1H, d, J = 3.6 Hz), 7.15-7.23 (3H, 
m), 7.48 (1H, d, J = 3.6 Hz), 7.54-7.58 (2H, m). 
ESI-MS (m/e) = 445 (M+H) + . 

Production Example 16 




Preparation of 3-(4-cvano-phenvl sulphanvH-6-(4H-r 1.2.41 triazol-3-vl-sulphanvlVN-( r thiazol-2-vlV2- 
pyridinecarboxamide 

The compound of Production Example 16 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-cyano thiophenol and 3-mercapto- 1,2,4- 
triazole. 

'H-NMR (CDCI3) 8 : 7.06 (1H, d, J = 3.6 Hz), 7.1 1 (1H, d, J = 8.8 Hz), 7.30 (1H, d, J = 8.3 Hz), 7.49 
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(1H, d, J - 3-6 Hz), 7.65 (2H, d, J = 8.8 Hz), 7.73 (2H, d, J = 8.3 Hz), 8.40 (1H, s). 
ESI-MS (m/e) = 438 (M+H) + . 



Production Example 17 




Preparation of 3>(pvridine-4-vI-sulphanvn-6-r4H^ 1.2.41 triazol-3-vl-sulphanvn-N-rthiazol>2-vn-2- 
pyridinecarboxamide 

The compound of Production Example 17 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazoIe, 4-mercapto-pyridine and 3-mercapto- 1,2,4- 
triazole. 



'H-NMR (CDC1 3 ) 5 : 7.09 (1H, d, J = 3.6 Hz), 7.28-7.35 (2H, m), 7.43 (2H, d, J = 6.0 Hz), 7.51 (1H, d, 
J = 3.6 Hz), 8.39 (1H, s), 8.62 (2H, d, J = 6.0 Hz). 
ESI-MS (m/e) =414 (M+H) + . 

Production Example 18 



Preparation of 3-(4-fIuoro-phenvl sulphanvlV6-f4H-r 1.2.41 triazol-3-vl-sulphanvn-N-(thiazolo T5.4-b1 
pvridine-2-vn-2-pyridinecarboxamide 

The compound of Production Example 18 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazolo [5,4-b] pyridine, 4-fluoro thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDCI3) 5 : 7.00 (1H, d, J = 8.8 Hz), 7.16-7.20 (2H, m), 7.25 (1H, d, J = 8.8 Hz), 7.37-7.41 
(1H, m), 7.55-7.58 (2H, m), 8.02 (1H, d, J = 8.4 Hz), 8.42 (1H, s), 8.51 (1H, d, J = 4.4 Hz). 
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ES1-MS (m/e) « 482 (M+H) + . 



Production Example 19 




O-CH, 



Preparation of 3-(4-methoxv-phenvl sulphanvO-6-(4H-r 1.2.41 triazol-3-vl-sulphanvlVN-f4- 
methoxymet hyl-thiazol-2-yl) -2- pyridinecarboxamide 

The compound of Production Example 19 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridine carboxylic acid, 2-amino-4-methoxymethyl-thiazole, 4-methoxy-thiophenol and 3- 
raercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 3.43 (3H, s), 3.86 (3H, s), 4.51 (2H, s), 6.92 (1H, s), 6.96-7.02 (3H, m), 7.22 
(1H, d, J = 8.7 Hz), 7.49 (2H, d, J = 8.7 Hz), 8.35 (1H, s). 
ESI-MS (m/e) = 487 (M+H) + . 

Production Example 20 



Preparation of 3-(4-acetvl-phenvl sulphanvn-6-(4H-[ 1.2.4] triazol-3-vl-sulphanylVN-(Wazol-2-yfl-2- 
pvridinecarboxamide 

The compound of Production Example 20 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-acetylthio phenol and 3-mercapto-l,2,4- 
triazole. 



! H-NMR (CDC1 3 ) 5 : 2.65 (3H, s) 7.05 (1H, q, J = 3-6 Hz), 7.10 (1H, d, J = 8.4 Hz), 7.25 (1H, d, J = 
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8.4 Hz), 7.47 (1H, d, J - 3-6 Hz), 7.65 (2H, d, J = 8.6 Hz), 8.01 (2H, d, J = 8.6 Hz), 8.36 (IH, s). 
ESI-MS (m/e) - 455 (M+H) + . 

Production Example 21 



Preparation of 3-(thiophen-2-vl -sulphanvlV6-(4H-rL2.41 triazol-3-vl-sulphanvn-N-(thiazol-2-vlV2- 
pvridinecarboxamide 

The compound of Production Example 21 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 2-mercapto-thiophene and 3-mercapto-l,2,4- 
triazole. 

'H-NMR (CDC1 3 ) 8 : 7.01 (IH, d, J = 3.2 Hz), 7.06 (1H, d, J = 8.8 Hz), 7.16 (1H, dd, J = 3.6, 5.2 Hz), 
7.26 (IH, d, J = 8.8 Hz), 7.35 (IH qd, J = 1.2, 3.6 Hz), 7.43 (IH, q, J = 3.2 Hz), 7.60 (IH, dd, J = 1.2, 
5.2 Hz), 8.35 (IH, s). 
ESI-MS (m/e) = 419 (M+H) + . 

Production Example 22 



Preparation of 3-(4-methoxvmethvl-phenvl sulphanvn-6-(4H-f 1.2.4] triazol-3-vl-sulphanvlWthiazol-2- 
vlV2-pvridinecarboxamide 

The compound of Production Example 22 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-aminothiazole, 4-methoxymethyl-thiophenol and 3-mercapto- 
1,2,4-triazole. 





D 



©Rising Sun Communications Ltd. 



http://www.risingsun.co.uk 



WO04/81001 



95 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 



■H-NMR (CDC1 3 ) 5 : 3.46 (3H, s), 4.50 (2H, s), 7.00 (1H, d, J = 3.2 Hz),. 7.02 (1H, d, J = 8.8 Hz), 7.17 
(1H, d, J - 8.8 Hz), 7.42 (1H, d, J = 3.2 Hz), 7.43 (2H, d, J = 8.0 Hz), 7.54 (2H, d, J = 8.0 Hz), 8.33 
(lH,s). 

ESI-MS (m/e) - 457 (M+H) + . 
Production Example 23 




Preparation of 3-(4-fluoro-phenvI sulphanylV6-(5-methvl-4H-f 1.2.41 triazoI-3-vl-suIphanvlVN- 
(thiazolo [5.4-fr) pvridinc-2-vn-2"pvridinecarboxamide 

The compound of Production Example 23 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazoIo [5,4-b] pyridine, 4-fluoro thiophenol and 3- 
mercapto-5 -methyl- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.54 (3H, s), 6.96 (1H, d, J = 8.8 Hz), 7.11-7.16 (2H, m), 7.17 (1H, d, J = 8.8 
Hz), 7.37 (1H, dd, J = 4.8, 8.0 Hz), 7.50-7.54 (2H, m), 8.00 (1H, d, J - 8.0 Hz), 8.45 (1H, d, J = 4.8 
Hz). 

ESI-MS (m/e) = 496 (M+H) + . 
Production Example 24 




Preparation of 3-(4-methvl-phenvl sulphanvD-6-(4H-n .2.41 triazol-3-vl-sulphanvn-N-(4- 
memoxvmemvl-thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 24 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methoxymethyl-thiazole, 4-methylthio phenol and 3- 
mercapto- 1 ,2,4-triazole. 



©Rising Sun Communications Ltd. 



http://www. risingsun. co. uk 



WO04/S1001 96 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 

'H-NMR (CDCI3) 8 : 2.42 (3H, s), 3.43 (3H, s), 4.51 (2H, s), 6.91 (1H, s), 7.00 (1H, d, J = 8.8 Hz), 
7.19 (1H, d, J = 8.8 Hz), 7.26 (2H, d, J - 8.4 Hz), 7.44 (2H, d, J = 8.4 Hz), 8.34 (1H, s). 
ESI-MS (m/e) = 471 (M+H)+. 

Production Example 25 




Preparation — of 3-(4-chloro -phenvI sulphanvn-6-f4H-r 1.2.4] triazol-3-vl^ulphanvlVN-r4- 

methoxvmethvl~thiazol>2>vn-2»pvridinecarboxamide 

The compound of Production Example 25 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methoxymethyl-thiazole, 4-chloro thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 3.43 (3H, s), 4.50 (2H, s), 6.91 (1H, s), 6.97 (1H, q, J = 8.8 Hz), 7.20 (1H, d, J = 
8.8 Hz), 7.42 (2H, q, J = 8.4 Hz), 7.49 (2H, d, J = 8.4H), 8.33 (1H, s). 
ESI-MS (m/e) - 491 (M+H) + . 

Production Example 26 




Preparation of 3-(4-fluoro-phenvl sul phanviV6-f3H-r 1.2.31 triazol-4-vl-sulphanvlVN4thiazol-2-vlV2- 
pyridinecarboxamide 

The compound of Production Example 26 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methoxymethyl-thiazole, 4-fluoro thio phenol and 4- 
mercapto- 1 ,2,3-triazole. 

'H-NMR (CDCI3) 8 : 6.66 (1H, d, J = 8.8 Hz), 6.72 (1H, d, J = 8.8 Hz), 6.86 (1H, d, J = 4.0 Hz), 6.89- 
6.94 (2H, m), 7.25 (1H, d, J = 4.0 Hz), 7.27-7.30 (2H, m), 7.72 (1H, s), 
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Production Example 27 




Preparation of 3-(4-methvlsulfonvl-phenvl sulphanvlV6-(4H-ri .2.41 rriazol-3-vl-sulphanvlVN-(thiazol- 
2-v0-2-pyridmecarboxamide 

The compound of Production Example 27 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-methylsulfonyl thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 3.12 (3H, s), 7.05 (1H, d, J = 3.6 Hz), 7.11 (1H, d, J - 8.8 Hz), 7.28 (1H, d, J - 
8.8 Hz), 7.48 (1H, d, J = 3.6 Hz), 7.74 (2H, d, J = 8.0 Hz), 8.00 (2H, d, J - 8.0 Hz) 8.39 (1H, s). 
ESI-MS (m/e) = 491 (M+H) + . 



Production Example 28 




Preparation of 3-(4-methoxv-phenvl sulphanvlV6-(4H-f 1 .2,4] triazol-3-vl-sulphanvlVN-(5- 
hvdroxvmemvl-thiazol-2-vlV2-pvridmecarboxamide 

The compound of Production Example 28 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-hydroxymethyl-thiazole, 4-methoxy thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDCI3) 5 : 3.86 (3H, s), 4.78 (2H, s), 6.99 (2H, d, J = 8.8 Hz), 7.02 (1H, d, J - 8.8 Hz), 7.18 
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(1H, d, J = 8.8 Hz), 7.35 (1H, s), 7.46 (2H, d, J = 8.8 Hz), 8.39 (1H, s). 
ESI-MS (m/e) - 473 (M+H) + . 

Production Example 29 

N— N 



Preparation of 3-(4-fluoro-phenvl sulphanvn-6-(5-methoxvmethvl-4H-r 1.2.41 triazol-3-vl-sulphanvlV 
N-(thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 29 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazoIe-4-fluoro thiophenol and 3-mercapto-5- 
methoxymethyl- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) d : 3.50 (3H, s), 4.76 (2H, s), 6.98 (1H, d, J - 8.8 Hz), 7.03 (1H, d, J - 3.2 Hz), 7.14- 
7.22 (3H, m), 7.48 (1H, d, J = 3.2 Hz), 7.54-7.57 (2H, m). 
ESI-MS (m/e) = 475 (M+H) + . 

Production Example 30 



Preparation of 3 -(6-methvl-pyridine>3-vl-sulphanvn-6-f4 H -f 1.2.41 triazol-3-vl-sulphanvn-N-fthiazol- 
2-vlV2-pyridinecarboxamide 

The compound of Production Example 30 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3-mercapto-6-methyI-pyridine and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (DMSO-d 6 ) 5 : 2.51 (3H, s), 7.17 (1H, d, J = 8.8 Hz), 7.21 (1H, d, J = 8.8 Hz), 7.35 (1H, d, J 
= 3.6 Hz), 7.36 (1H, d, J = 8.8 Hz), 7.57 (1H, d, J - 3.6 Hz), 7.83 (1H, dd, J = 2.4, 8.8 Hz), 8.53 (1H, d, 
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J = 2.4 Hz), 8.72 (1H, s). 
ESI-MS (m/e)= 428 (M+H) 



Production Example 31 




Preparation of 3-(4-dimethvlcarbamovl-phenvl sulphanvO-6-(4H-f 1.2.4] triazol-3-vl-sulphanvlVN- 
fthiazol-2-vIV2-pvridinecarboxamide 

The compound of Production Example 3 1 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-dimethyl carbamoyl thiophenol and 3- 
mercapto-l,2,4-triazole. 



■H-NMR (CDC1 3 ) 5 : 3.02 (3H, s), 3.15 (3H, s), 7.04 (1H, d, J = 3.6 Hz), 7.06 (1H, d, J = 8.8 Hz), 7.23 
(1H, d, J - 8.8 Hz), 7.49 (1H, d, J = 3.6 Hz), 7.50 (2H, d, J = 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 8.39 
(1H, s). 

ESI-MS (m/e) = 484 (M+H) + . 
Production Example 32 



Preparation of 3-(4-trifluoromethvl-phenvI suIphanvlV6-(4H-n.2.41 triazol-3-vl-sulphanvlVN-(thiazol- 
2-vlV2-pvridinecarboxamide 

The compound of Production Example 32 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-trifluoromethylthio phenol and 3-mercapto- 
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1 ,2,4-triazole. 

! H-NMR (CDCI3) 8 : 7.04 (1H, d, J = 3.6 Hz) 7.06 (1H, d, J - 8.8 Hz), 7.26 (1H, d, J = 8.8 Hz), 7,47 
(1H, d, J = 3.6 Hz), 7.66-7.74 (4H, m), 8.38 (1H, s). 
ESI-MS (m/e) = 481 (M+H)\ 

Production Example 33 




Preparation of 3-r4-m ethvlcarbamovl-phenvI sulphanvlV6-(4H-rL2.41 triazol-3-vl-sulphanvlVN- 
(tMazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 33 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-methylcarbamoyl thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 3.00 (3H, d, J = 4.8 Hz), 7.02 (1H, d, J = 8.8 Hz), 7.05 (1H, d, J = 3.6 Hz), 7.20 
(1H, d, J = 8.8 Hz), 7.47 (1H, d, J = 3.6 Hz), 7.59 (2H, d, J = 8.4 Hz), 7.81 (2H, d, J = 8.4 Hz), 8.32 
(1H, s). 

ESI-MS (m/e) - 470 (M+H)*. 
Production Example 34 




Preparation of 3-fhv droxvethvl oxv-phenvl sulphanvlV6-(4H-f 1.2.41 triazol-3-vl-sulphanvn-N- 
(thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 34 can be produced using the same process as in Production 
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Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 



1,2,4-triazole. 

! H-NMR (CDC1 3 ) 5 : 3.97 (2H, m), 4.13 (2H, m), 7.00-7.11 (4H, m), 7.23 (1H, d, J = 9.0 Hz), 7.46- 
7.54 (3H,m), 8.36 (1H, s). 
ESI-MS (m/e) « 473 (M+H)\ 

Production Example 35 



Preparation of 3-(4-methoxv-phenvl sulphanvD-6-(4H-f 1.2.41 triazol^-vl-sulphanvn-N-fS- 
dimemvlaminomethvl-tmazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 35 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-5-dimethylaminomethyl thiazole, 4-methoxy thiophenol 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 5 : 2.32 (6H, s), 3.70 (2H, s), 3.85 (3H, s), 6.97 (2H, d, J = 8.8 Hz), 7.00 (1H, d, J = 
8.5 Hz), 7.19 (1H, d, J - 8.5 Hz), 7.26 (1H, s), 7.46 (2H, d, J = 8.8 Hz), 8.31 (1H, s). 
ESI-MS (m/e)= 500 (M+H) + . 

Production Example 36 



Preparation of 3-(4-chmethvlaminoethvl oxv-phenvl sulphanvD-6-(4H-r 1.2.4] triazol-3-vl-sulphanvD- 



dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-hydroxyethyl oxy-thiophenol and 3-mercapto- 




HP- 0 
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N-(thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 36 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-dimethylaminoethyl thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDC1 3 ) 5 : 2.40 (6H, s), 2.82 (2H, t, J = 5.6 Hz), 4.13 (2H, t, J = 5.6 Hz), 6.95-7.05 (4H, m), 
7.21 (1H, d, J - 8.7 Hz), 7.42-7.50 (3H, m), 8.36 (1H, s). 
ESI-MS (m/e) = 500 (M+H) + . 

Production Example 37 



Preparation of 3-(4-hvdro xvethvl-phenvl sulphanvlV6-(4H-r 1.2.41 triazol-3-vl-sulphanvlVN-(thiazol-2- 
vlV2-pvridinecarboxamide 

The compound of Production Example 37 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxyIic acid, 2-amino-thiazole, 4-hydroxyethyl thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.93 (2H, m), 3.90 (2H, m), 7.04-7.10 (2H, m), 7.23 (1H, d, J = 9.0 Hz), 7.36 
(2H, d, J - 7.8 Hz), 7.48-7.56 (3H, m), 8.34 (1H, s). 
ESI-MS (m/e) = 457 (M+H) + . 

Production Example 38 



Preparatio n of 3-f4-methvl sulphamovl-phenvl sulphanviy6-(4H-F 1.2.41 triazol-3-vl-sulphanviy 
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(thiazol-2-vl V2-pvridinecarboxamide 

The compound of Production Example 38 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using .3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole-4-methyl sulphamoyl thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.97 (3H, s), 6.98 (1H, d, J - 3.6 Hz), 7.21-7.25 (3H, m), 7.30-7.50 (4H, m), 8.28 
(lH,s). 

ESI-MS (tn/e) = 505 (M) + . 
Production Example 39 




Preparation of 3-(4-di methvlcarbamovl-phenvl sulohanvn-6-(4H-ri.2.41 triazol-3-vl-sulphanvl)-N- 
(isoxazol-3-vlV2-pvridinecarboxamide 

The compound of Production Example 39 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-oxazole, 4-dimethylcarbamoyl-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

l H-NMR (CDCI3) 5 : 3.01 (3H, s), 3.15 (3H, s), 6.99 (1H, d, J = 8.8 Hz), 7.19 (1H, d, J = 8.8 Hz), 7.25 
(1H, q, J = 1.6 Hz), 7.48 (2H, d, J = 8.1 Hz), 7.56 (2H, d, J = 8.1 Hz), 8.31 (1H, d, J = 1.6 Hz), 8.41 
(lH,s). " 

ESI-MS (m/e) - 468 (M+H) + . 
Production Example 40 
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Preparation of 3-f4-hv droxv-cvclohexvl sulphanvn-6-(4H-f 1.2.41 triazol-3-vl-sulphanvn-N-(thiazol-2- 
yl)-2-pyridinecarboxamide 

The compound of Production Example 40 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-mercapto-cyclohexanol and 3-mercapto- 1,2,4- 
triazole. 

'H-NMR (CDC1 3 ) 8 : 1.30-1.60 (4H, m), 1.90-2.15 (4H, m), 3.10-3.22 (1H, m), 3.60-3.70 (1H, m), 
6.99 (1H, d, J = 3.6 Hz), 7.40 (1H, d, J = 8.8 Hz), 7.43 (1H, d, J = 3.6 Hz), 7.61 (1H, d, J - 8.8 Hz), 
8.32 (1H, s). 

ESI-MS (m/e) = 435 (M+H)\ 
Production Example 41 




Preparation of 3-(4-fluoro-phenvl sul phanvlW4H-fh2,41 triazol-3-vl-sulphanylVN-(pvridazine-3-vlV 
2-pvridinecarboxamide 

The compound of Production Example 41 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-pyridazine, 4-fluoro thiophenol and 3-mercapto- 1,2,4- 
triazoie. 

'H-NMR (CDCI3) 8 : 6.96 (1H, d, J = 9.2 Hz), 7.12-7,16 (2H, m), 7.19 (1H, d, J = 9.2 Hz), 7.50-7.55 
(3H, m), 8.41 (1H, s), 8.65 (1H, d, J = 9.2 Hz), 8.85 (1H, d, J = 4.8 Hz). 
ESI-MS (m/e) = 426 (M+H) + . 

Production Example 42 
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Preparation of 3-(pvrazine-2-vl-sulphanvO-6-(4H-|' 1.2,4] triazol-3-vl-sulphanvlVN-(thiazol>2-vlV2- 
pvridinecarboxamide 

The compound of Production Example 42 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 2-mercapto-pyrazine and 3-mercapto- 1,2,4- 
triazole. 

'H-NMR (CDC1 3 ) S : 7.02 (1H, d, J = 3.6 Hz), 7.39 (1H, d, J = 8.8 Hz), 7.45 (1H, d, J = 3.6 Hz), 7.68 
(1H, d, J - 8.8 Hz), 8.38 (1H, s), 8.44-8.46 (2H, m), 8.70 (1H, d, J = 1.6 Hz). 
ESI-MS (m/e)= 415 (M+H) + . 

Production Example 43 



Preparation of 3-(6-methvl-pvridine-3-yl-sulphanvlV6-(4H-n.2.4] triazol-3-vI-sulphanvlVN-(pyrazine- 
2-vD-2-pvridinecarboxamide 

The compound of Production Example 43 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-pyrazine, 3-mercapto-6-methyl-pyridine and 3-mercapto- 
1,2,4-triazoIe. 



1 H-NMR (CDCI3) 5 : 2.64 (3H, s), 6.96 (1H, q, J = 8.3 Hz), 7.17 (1H, q, J = 8.3 Hz), 7.28 (1H, d, J = 
8.1 Hz), 7.77 (1H, dq, J - 8.1, 2.2 Hz), 8.29 (1H, dd, J = 2.6, 1.5 Hz), 8.35 (1H, d, J = 2.6 Hz), 8.41 
(1H, s), 8.61 (1H, d, J = 2.2 Hz), 9.68 (1H, q, J - 1.5 Hz). 
ESI-MS (m/e) = 423 (M+H) + . 

Production Example 44 
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Preparation of 3-(6>methvl- pvridinc-3-vl-sulphanvlV6-(4H-|'L2.41 triazol^-vI-sulphanvn-N-(4- 

methvl~thiazol-2-vlV2-pvridinecarboxarnide 

The compound of Production Example 44 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methyl-thiazole, 3-mercapto-6-methyl-pyridine and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.39 (3H, s), 2.63 (3H, s), 6.58 (1H, s), 6.99 (1H, d, J = 8.8 Hz), 7.20-7.30 (2H, 

m), 7.74 (1H, d, J - 8.0 Hz), 8.32 (1H, s), 8.62 (1H, s). 

ESI-MS(m/e)=442(M+H) + . 

Production Example 45 



Preparation of 3-r4-n-hvdroxvethvl-phenvl sulphanvni-6-(4H-f 1.2,41 triazol-3-vl-sulphanvlVN- 
(thiazol-2-vlV2-pyridinecarboxamide 

The compound of Production Example 45 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-(l-hydroxyethyl) thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDCI3) 8 : 1.52 (3H, d, J = 6.4 Hz), 4.97 (1H, q, J = 6.4 Hz), 7.03 (1H, d, J = 8.4 Hz), 7.06 
(1H, d, J = 3.6 Hz), 7.18 (1H, d, J = 8.4 Hz), 7.47 (2H, d, J = 8.0 Hz), 7.48 (1H, d, J = 3.6 Hz), 7.52 
(2H, d, J = 8.0 Hz), 8.34 (1H, s). 
ESI-MS (m/e) = 457 (M+H). 

Production Example 46 
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Preparation of 3-(6-methvl-pyridin-3-vl-snlphanvIV6-(4H-r 1.2.4] triazoI-3-vl-sulphanvlVN-r2-methvI- 
miazol-4-yl)-2-pyridinecarboxamide 

The compound of Production Example 46 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, 3-mercapto-6-methyl-pyridine and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.63 (3H, s), 2.72 (3H, s), 6.96 (1H, d, J = 8.4 Hz), 7.19 (1H, d, J = 8.1 Hz), 7.27 
(1H, d, J - 8.4 Hz), 7.68 (1H, s), 7.76 (1H, dd, J = 8.4, 2.2 Hz), 8.26 (1H, s), 8.59 (1H, d, J - 2.2 Hz). 
ESI-MS (m/e) = 442 (M+Hf . 

Production Example 47 




Preparation of 3-(4-dimethvlcarbamovl-phenvl sulphanvlV6-(4H-T 1.2.41 triazol-3-vl-sulphanvD-N-(2- 
methyi-thiazol-4-vlV2-pvridinecarboxamide 

The compound of Production Example 47 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methylthiazol, 4-dimethylcarbamoyl thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

! H-NMR (CDCI3) 6 : 2.69 (3H, s), 3.00 (3H, s), 3.14 (3H, s), 6.95 (1H, d, J - 8.8 Hz), 7.11 (1H, d, J - 
8.8 Hz), 7,45 (2H, d, J = 8.1 Hz), 7.56 (2H, d, J = 8.1 Hz), 7.64 (1H, s), 8.29 (1H, s). 
ESI-MS (m/e)= 498 (M+H) +. 
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Production Example 48 



Preparation of 3-(6-methvl-pvridinc-3-vl-sulphanvlV6-(4H>ri.2.4T triazol-3-vl-sulpbanvlVN-(4- 
methoxvmethvl'thia2ol-2-vlV2-pyridinecarboxamide 

The compound of Production Example 48 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-memoxymethyl-thiazole, 3-mercapto-6-methyl-pyridine 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.62 (3H, s), 3.44 (3H, s), 4.51 (2H, s), 6.91 (1H, s), 6.93 (1H, d, J - 8.4 Hz), 
7.19 (1H, d, J = 8.4 Hz), 7.26 (1H, d, J = 8.0 Hz), 7.77 (1H, dd, J = 8.0 Hz, 2.4 Hz), 8.35 (1H, s), 8.61 
(1H, d, J = 2.4 Hz). 
ESI-MS (m/e) = 472 (M+H). 

Production Example 49 




Preparation of 3-( 1 -methyl- lH-tetrazol-5-vl-sulphanvl>6-(4H- f 1 .2.4] triazoI-3-vl-siilphanvn-N- 
(tmazoI-2-vlV2-pvridinecarboxamide 

The compound of Production Example 49 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 5-mercapto-l -methyl- 1,2,4-triazole and 3- 
mercapto-1 ,2,4-triazole. 

■H-NMR (CDCI3) 8 : 4.11 (3H, s), 7.11 (1H, d, J - 3.2 Hz), 7.38 (1H, q, J = 8.3 Hz), 7.36 (1H, d, J = 
8.8 Hz), 7.52 (1H, d, J - 3.2HI), 8.42 (1H, s). 
ESI-MS (m/e) =419 (M+H). 
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Production Example 50 




Preparation of 3-(4-hvdroxvethyl oxv-phenvl sulphanvlV6-(4H-f 1,2.4] triazol-3-vl-sulphanvlVN- 
fisoxazol-3-vl)-2-pyridinecarboxamide 

The compound of Production Example 50 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxyIic acid, 3-aminooxazole, 4-hydroxyethyl thiophenol and 3-mercapto- 1,2,4- 
triazole. 



'H-NMR (CDC1 3 ) 5 : 3,91 (2H, t, J = 4.6 Hz), 4.05 (2H, t, J = 4.6 Hz), 6.91 (1H, d, J = 8.8 Hz), 6.92 
(2H, d, J = 8.4 Hz), 7.11 (1H, d, J = 8.8 Hz), 7.22 (1H, d, J = 1.5 Hz), 7.39 (2H, q, J = 8.4 Hz), 8.25 
(lH,d,J= 1.5Hz),8.29(lH,s). 
ESI-MS (m/e) = 457 (M+H) + . 

Production Example 51 



Preparation of 3-(4-dimethvlaminoethvl oxv-phenvl sulphanvlV6-(4H-[1.2.41 triazol-3-yl-sulphanyl)- 
N-(isoxazol-3-vlV2-pwidinecarboxamide 

The compound of Production Example 51 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-oxazole, 4-dimethylaminoethyl oxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDCI3) 8 : 2.43 (6H, s), 2,85 (2H, t, J = 5.5 Hz), 4.12 (2H, t, J = 5.5 Hz), 6.90 (2H, d, J = 8.8 
Hz), 6.93 (1H, d, J = 8.8 Hz), 7.15 (1H, d, J = 8.8 Hz), 7.24 (1H, s), 7.38 (2H, d, J - 8.8 Hz), 8.30 (1H, 
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s), 8.38 (1H, s). 

ESI-MS (m/e) = 484 (M+H) + . 

Production Example 52 




Preparation o f 3 -r4-fluoro-phen vl subhanvIV6-phenoxv-N>(4-methvl-thia2oK2-vlV2> 

pyridinecarboxamide 

Phenol 135 mg (1.43 mmol) and cesium carbonate 540 mg (1.66 mmol) were added to N,N- 
dimethylformamide solution (3 ml) of 3,6-dichloro-N-(4-me%l-miazol-2-yl)-2-pyridinecarboxamide 
84 mg (0.292 mmol) obtained using the same process as in Production Example 1, and thereafter, it 
was stirred at 120°C for 24 hours. A 1 N-sodium hydroxide aqueous solution was added to the reaction 
liquor, and thereafter, extraction was carried out with ethyl acetate. The organic layer was washed with 
water and saturated aqueous sodium chloride solution and was dried, and concentration was carried out 
under reduced pressure. The obtained residue was refined using thin layer silica gel chromatography 
(hexane : ethyl acetate = 4:1), and 3-chloro-6-phenoxy-N-(4-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide 61 mg (yield = 61 %) was obtained as a white solid. 

Potassium carbonate 80 mg (0.579 mmol) and 4-fluoro thiophenol 20 ml (0.188 mmol) were added to 
N,N-dime%lformamide solution (2 ml) of the obtained 3-chloro derivative 23 mg (0.0799 mmol), and 
thereafter, the mixture was stirred at 100°C for 16 hours. Water was added to the reaction liquid, the 
liquid "was extracted with ethyl acetate and thereafter, was washed with saturated aqueous sodium 
chloride solution. The residue obtained after drying and concentration was refined using thin layer 
silica gel chromatography (hexane : ethyl acetate = 4:1), and the title compound 11 mg (yield = 32 %) 
was obtained as white solid. 

'H-NMR (CDC1 3 ) d : 2.37 (3H, s), 6.58 (1H, s), 6.90 (1H, d, J = 9.0 Hz), 7.10-7.23 (6H, m), 7.46 (1H, 
qq, J = 7.8, 7.8 Hz), 7.62 (2H, m). 
ESI-MS (m/e)= 438 (M+H) + . 

Using process same as in the aforesaid Production Example 52, the compound of Production Example 
53 was obtained. Below analysis data of the compound are shown. 
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Production Example 53 




Preparation of 3'f2-chloro-phenvlmethyI-amino)-6'(4'inethyl-4H«-[l,2,4] triazol-3-yl-sulphanyD-N-(4- 
memyl-thiazol-2-yl)-2-pyridinecarboxamide 

The compound of Production Example 53 can be produced using the same process as in Production 

Example 52, a process based on this or a combination of these with conventional procedures, using 3,6- 

dichloro-N-(4-methyl-thiazol-2-yl)-2-pyridinecarboxamide obtained using the same process as in 

Production Example 1, 2-chloro-benzylamine and 3-mercapto-4-methyl-l,2,4-triazole. 

'H-NMR (CDCl 3 ) 8 : 2.41 (3H, s), 3.73 (3H, s), 4.55 (2H, d, J - 6.0 Hz), 6.58 (1H, s), 6.92 (1H, d, J = 

9.3 Hz), 7.20-7.45 (5H, m), 8.32 (1H, s), 8.72 (1H, m). 

ESI-MS (m/e) =472,474 (M+H) + . 

Production Example 54 




Preparation of 3.6-bis-(pyridine-2-yl-sulphanvlVN-(4-memvl-miazol-2-vn-2-pvridinecarboxamide 
2-mercaptopyridine 24 mg (0.205 mmol) and potassium carbonate 68 mg (0.492 mmol) were added to 
N,N-dimethylformamide solution (2 ml) of 3,6-dichloro-N-(4-methyl-thiazol-2-yl)-2- 
pyridinecarboxamide 43 mg (0.149 mmol) obtained using the same process as in Production Example 

1, and thereafter, it was stirred at 100°C for 15 hours. Water was added to the reaction liquid, the liquid 

} 

was extracted with ethyl acetate and thereafter, was washed with saturated aqueous sodium chloride 
solution. After drying and concentrating, the obtained residue was refined using thin layer silica gel 
chromatography (chloroform : methanol = 20:1), and the title compound 15 mg (yield = 23 %) was 
obtained as yellow solid. 

'H-NMR (CDCI3) 5 : 2.39 (3H, s), 6.58 (1H, s), 7.20-7.30 (2H, m), 7.40 (1H, d, J = 8.6 Hz), 7.46 (1H, 
br. d, J = 8.1 Hz), 7.52-7.75 (4H, m), 8.55-8.65 (2H, m). 
ESI-MS (m/e>= 438 (M+H)\ 
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Using the same process as in the aforesaid Production Example 54, the compound of Production 
Examples 55 - 57 were obtained. Below analysis data of these compounds are shown. 

Production Example 55 




Preparation of 3.6-bis-(4-fluoro-phenvI sulphanyn>N-(4>memvl"thia2ol-2-vlV2>pvridinecarboxamide 
The compound of Production Example 55 can be produced using the same process as in Production 
Example 54, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-N-(4-memyl-thiazol-2-yl)-2-pyridinecarboxamide using the same process as in Production 
Example 1 and 4-fluoro thiophenol obtained. 

'H-NMR (CDC1 3 ) 5 : 2.41 (3H, s), 6.59 (1H, s), 6.77 (1H, d, J - 9.0 Hz), 6.88 (1H, d, J = 9.0 Hz), 
7.09-7.20 (4H, m), 7.49-7.60 (4H, m). 
ESI-MS (m/e) = 472 (M+H) + . 

Production Example 56 




Pre paration of 3.6-bis-(tniazol-2-vl-sulphanvl)-N-(thiazol-2-vlV2-pvridinecarboxamide 
The compound of Production Example 56 is produced using the same process as in Production 
Example 54, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-N-(4-memyl-thiazol-2-yl)-2-pyridinecarboxamide obtained using the same process as in 
Production Example 1 and 2-mercapto-thiazole. 

'H-NMR (CDCI3) 8 : 7.06 (1H, d, J = 3.6 Hz), 7.27 (1H, d, J = 8.8 Hz), 7.37 (1H, d, J = 8.8 Hz), 7.54 
(1H, d, J = 3.6 Hz), 7.59 (1H, d, J = 3.6 Hz), 7.61 (1H, d, J = 3.6 Hz), 7.98 (1H, d, J = 3.6 Hz), 8.02 
(lH,d, J = 3.6 Hz). 
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ESI-MS (m/e) - 436 (M+H) + . 
Production Example 57 




Preparation of 3»6-bis-(5-methvl-n.3.41 thiadiazol-2-vKsulphanvlVN-rthiazol-2-vlV2- 
pvridinecarboxamide 

The compound of Production Example 57 is produced using the same process as in Production 
Example 54, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-N-(4-methyl-thiazol-2-yl)-2-pyridinecarboxamide obtained using the same process as in 
Production Example 1 and 2-mercapto-5-methyl-l,3,4-thiazole. 

'H-NMR (CDC1 3 ) 5 : 2.86 (3H, s), 2.91 (3H, s), 7.07 (1H, d, J - 3.6 Hz), 7.44 (1H, d, J = 8.8 Hz), 7.52 
(1H, d, J = 3.6 Hz), 7.64 (1H, d, J = 8.3 Hz). 
ESI-MS (m/e) 466 (M+H) + . 

Production Example 58 




Preparation of 3-(4-methoxv-phenvl sulphanvlV6-(4H-r 1.2.41 triazol->3-vl-sulphanvlVN-(5-methvl- 
thiazol-2-vlV2 -pvridinecarboxamide 

Concentrated sulfuric acid 0.441 ml (8.27 mmol) under room temperature was added dropwise to 
dichloromethane suspension (35 ml) of magnesium sulfate 3.86 g (32.2 mmol) and on completion of 
the dropwise addition, it was stirred at room temperature for 20 minutes. Thereafter, 3,6-dichloro-2- 
pyridinecarboxylic acid 750 mg (3.91 mmol) and dichloromethane (10 ml) solution of tert-butyl 
alcohol 3.84 ml (40.2 mmol) were added to the reaction liquor at room temperature and thereafter, the 
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mixture was stirred vigorously at room temperature for 15 hours. Aqueous solution (40 ml) of sodium 
carbonate 3.0 g was added dropwise to the reaction liquor under ice cooling, and it was stirred till the 
reaction liquor became a uniform solution. The reaction liquor was extracted with chloroform, the 
organic layer was washed with saturated aqueous sodium chloride solution, and thereafter, it was dried, 
and concentration was carried out under reduced pressure. The obtained residue was refined using 
silica gel column chromatography (hexane : ethyl acetate = 97:3) and 3,6-dichloro-2- 
pyridinecarboxylic acid tert-butyl 644 mg (yield = 66 %) was obtained as a white solid. 

At room temperature, 4-methoxy thiophenol 0.927 ml (7.55 mmol) and potassium carbonate L14 g 
(8.26 mmol) were added to N,N-dimethylformamide solution (70 ml) of the obtained ester 1.70 g (6.86 
mmol) and the mixture was stirred for one hour. Chloroform was added to the reaction liquor and was 
washed with saturated aqueous sodium bicarbonate solution and saturated aqueous sodium chloride 
solution, and thereafter, it was dried, and concentration was carried out under reduced pressure. The 
obtained residue was refined using silica gel column chromatography (hexane : ethyl acetate = 9:1) and 
6-chloro-3-(4-methoxy-phenyl sulphanyl)-2«pyridinecarboxyIic acid tert-butyl 743 mg (yield = 31 %) 
was obtained as a colourless oily substance. 

At room temperature, 3-mercapto-l,2,4-triazoIe 258 mg (2.55 mmol) and potassium carbonate 353 mg 
(2.56 mmol) were added to N,N-dimethylformamide solution (30 ml) of the obtained chloro body 451 
mg (1.28 mmol), and the reaction liquor was stirred at 130°C for ten hours. Chloroform was added to 
the reaction liquor and was washed with saturated aqueous sodium bicarbonate solution and saturated 
aqueous sodium chloride solution, and thereafter, it was dried, and concentration was carried out under 
reduced pressure. The obtained residue was refined using silica gel column chromatography (hexane : 
ethyl acetate =2:1) and 3-(4-methoxy-phenyl suIphanyl)-6-(4H-[ 1,2,4] txiazol-3-yl-sulphanyl)-2- 
pyridmecarboxylic acid tert-butyl 264 mg (yield = 49 %) was obtained as a colourless oily substance. 

Trifluoroacetic acid 2.0 ml was added at room temperature to dichloromethane solution (5.0 ml) of the 
obtained ester 264 mg (0.633 mmol), the reaction liquor was stirred at room temperature for one hour 
30 minutes. The reaction liquor was concentrated under reduced pressure, and 3-(4-methoxy-phenyl 
sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-2-pyridinecarboxylic acid 228 mg was obtained as a 
straw-coloured solid. 

At room temperature, 5-methylamino thiazole 3.2 mg (29 umol), N-hydroxybenzotriazole hydrate 3.8 
mg (27 umol), l-(3-dmiemylaminopropyl)-3-ethyl carbodiimide hydrochloride 5.4 mg (28 umol) were 
added successively to dichloromethane solution (1.0 ml) of the obtained carboxylic acid body 5.9 mg 
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(16 jimol), and the reaction liquor was stirred at room temperature for three hours. Saturated aqueous 
sodium bicarbonate solution was added to the reaction liquor and extraction was carried out with 
chloroform. The organic layer was washed with saturated aqueous sodium chloride solution, and 
thereafter, it was dried, and concentration was carried out under reduced pressure. The obtained residue 
was refined using silica gel column chromatography (chloroform : methanol = 95:5) and the title 
compound 2.0 mg (yield = 15 %) was obtained as a straw-coloured solid. 

'H-NMR (CDC1 3 ) d : 2.43 (3H, s), 3.86 (3H, s), 6.98 (2H, d, J = 8.4 Hz), 6.99 (1H, d, J = 8.4 Hz), 7.09 
(1H, s), 7.19 (1H, d, J - 8.4 Hz), 7.47 (2H, d, J = 8.4 Hz), 8.32 (1H, s). 
ESI-MS (m/e)= 457 (M+H) + . 

Using the process same as in the aforesaid Production Example 58, the compounds of Production 
Examples 59 - 65 were obtained. Below analysis data of these compounds are shown. 

Production Example 59 



Preparation of 3-(4-methoxv-phenvl surphanvlV6-(4H-p.2.41 triazol-3-vl-sulphanvlVN-fisoxazol-3- 
vO-2-pvridinecarboxamide 

The compound of Production Example 59 can be produced using the same process as in Production 
Example 58, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mereapto-l,2,4-triazole and 3-amino- 
isoxazole. 

'H-NMR (CDCI3) 8 : 3.86 (3H, s), 6.98 (2H, d, J = 8.4 Hz), 6.99 (1H, d, J = 8.4 Hz), 7.19 (1H, d, J - 
8.4 Hz), 7.30 (1H, s), 7.47 (2H, d, J = 8.4 Hz), 8.31 (1H, s), 8.41 (1H, s). 
ESI-MS (m/e) = 427 (M+H)\ 

Production Example 60 
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Preparation of 3-(4-methoxv-phenvl suIphanvlV6-f4H-f 1.2.4] triazoI-3-vl-sulphanvlVN-(f 1.3.4] 
thiadiazol-2-vlV2-pyridinecarboxamide 

The compound of Production Example 60 can be produced using Production Example 58, a process 
based on this or a combination of these with conventional procedures, using 3,6-dichloro-2- 
pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mercapto-l,2,4-triazole and 2-amino- 1,3,4- 
thiadiazole. 

^-NMR (CDC1 3 ) d : 3.86 (3H, s), 6.99 (2H, q, J - 8.5 Hz), 7.03 (1H, d, J = 8.4 Hz), 7.23 (1H, d, J « 
8.4 Hz), 7,47 (2H, d, J - 8.5 Hz), 8.45 (1H, s), 8.85 (1H, s). 
ESI-MS (m/e) = 444 (M+H) + . 

Production Example 61 



Preparation of 3-(4-m ethoxv-phenvl sulphanvn-6-(4H-f 1.2,41 triazol-3-vl-sulphanvlVN-(r 1.2.4]- 
thiadiazol-5-vlV2-pvridinecarboxamide 

The compound of Production Example 61 can be produced using Production Example 58, a process 
based on this or a combination of these with conventional procedures, using 3,6-dichloro-2- 
pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mercapto-l,2,4-triazole and 5 -amino- 1,2,4- 
thiadiazole. 

'H-NMR (CDCI3) 8 : 3.87 (3H, s), 7.00 (2H, d, J = 8.4 Hz), 7.01 (1H, d, J = 8.4 Hz), 7.20 (1H, q, J = 
8.4 Hz), 7.48 (2H, d, J = 3.5 Hz), 7.80 (1H, s), 8.36 (1H, s) 
ESI-MS (m/e) = 444 (M+H) + . 
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Production Example 62 



en 




Preparation of 3-(4-methoxv-phenvl sulphanvn-6-(4H-f 1.2.4] triazol-3-vl-su1phanvlVN-(4-methvl 
carbonvl-miazoI-2-vlV2-pvridinecarboxamide 

The compound of Production Example 62 can be produced using the same process as in Production 
Example 58, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mercapto-l,2,4-triazole and 4-acetyl-2- 
amino-thiazole. 

'H-NMR (CDC1 3 ) 5 : 2.63 (3H, s), 3.86 (3H, s), 6.98 (1H, d, J - 8.8 Hz), 7.01 (2H, d, J = 8.8 Hz), 7.22 
(1H, d, J « 8.8 Hz), 7.46 (2H, d, J = 8.8 Hz), 7.86 (1H, s), 8.33 (lH,s). 
ESI-MS (m/e) 485 (M+H) + . 

Production Example 63 



Preparation of 3-(4-methoxv-phenvl sulphanvO-6-(4H-r 1.2.41 niazol-3-vl-sulphanvlVN-(pvrimidin-4- 
vlV2-pvridin ecarboxamide 

The compound of Production Example 63 can be produced using the same process as in Production 
Example 58, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mercapto-l,2,4-triazole and 4-amino- 
pyrimidine. 

'H-NMR (CDCI3) 6 : 3.86 (3H, s), 6.98 (2H, d, J « 8.8 Hz), 7.02 (1H, d, J = 8.4 Hz), 7.22 (1H, d, J = 
8.4 Hz), 7.46 (2H, d, J = 8.8 Hz), 8.38 (1H, dd, J - 5.9, 0.8 Hz), 8.41 (1H, s), 8.65 (1H, d, J = 5.9 Hz), 
8.93 (1H, d,J = 0.8 Hz). 
ESI-MS (m/e) = 438 (M+H) + . 
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Production Example 64 




Preparation of 3-(4-methoxv-phenvl sulphanviV6-(4H-f 1.2.41 triazol-3-vl-sulphanvl)-N-fpvridine-2- 
ylV2-pvridinecarboxamide 

The compound of Production Example 64 can be produced using the same process as in Production 
Example 58, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 4-methoxy thiophenol, 3-mercapto-l,2,4-triazole and 2-amino- 
pyridine. 

•H-NMR (CDC1 3 ) 5 : 3,85 (3H, s), 6.97 (2H, d, J = 8.8 Hz), 6.99 (1H, d, J = 8.8 Hz), 7.05 (1H, dd, J = 
8.5, 4.5 Hz), 7.18 (1H, d, J = 8.8 Hz), 7.46 (2H, d, J - 8.8 Hz), 7.73 (1H, ddd, J = 8.5, 8.5, 1.5 Hz), 
8.29 (1H, dd, J = 4.5, 1.5 Hz), 8.31 (1H, s), 8.41 (1H, d, J = 8.5 Hz). 
ESI-MS (m/e) = 437 (M+H) + . 

Production Example 65 




Preparation of 3-(4-methoxv-phenvl sulphanvn-6-(4H-r 1.2.41 triazol->3-vl-sulphanvn-N-(5- 
ethoxvcarbonvl-thiazol>2-vlV2-pvridinecarboxamide 

The compound of Production Example 65 can be produced using the same process as in Production 
Example 58, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridine carboxylic acid possible 4-methoxy thiophenol-3-mercapto-l,2,4-triazole and 2- 
amino-5-ethoxycarbonyl-thiazole. 

1 H-NMR (CDCI3) d : 1.37 (3H, t, J = 7.0 Hz), 3.86 (3H, s), 4.34 (2H, q, J = 7.0 Hz), 6.98 (2H, d, J = 
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8.8 Hz), 7.00 (1H, d, J = 8.5 Hz), 7.20 (1H, d, J = 8.5 Hz), 7.46 (2H, d, J = 8.8 Hz), 8.11 (1H, s), 8.36 
(lH,s) 

ESI-MS (m/e)= 515 (M+H) + . 
Production Example 66 



Preparation of 3 -(pwidine-3-vl-sulphanvn-6-(4H-f 1.2.41 triazol-3>vl-sulphanvn-N-(thiazol>2-vlV2- 
pyridinecarboxamide 

Anisole 0.40 ml (0.390 mmol) and trifluoroacetic acid 5 ml were added to 6-chloro-3-(4-methoxy- 
phenylmethyl sulphanyl)-N-(thiazol-2-yi)-2-pyridinecarboxaraide 152 mg (0.390 mmol) obtained 
using the same process as in Production Example 1, the reaction liquor was stirred at 60°C for five 
hours, and thereafter was stirred at room temperature overnight. The reaction liquor was concentrated 
under reduced pressure, and 3 -thiol derivative was obtained as an orange oily substance. Ethylene 
glycol 62 u\l (1.10 mmol), potassium carbonate 141 mg (1.02 mmol), 3-iodopyridine 114 mg (0.560 
mmol) and copper iodide 5.3 mg (0.030 mmol) were added to a 2-propanol solution (3 ml) of the 
previously obtained 3-thiol derivative, the reaction liquor was stirred at 80 degrees overnight. The 
reaction liquor was filtered with cellite, and the filtrate was distributed with chloroform and water. The 
organic layer was washed with water and was dried, and thereafter concentrated under reduced 
pressure. The obtained residue was refined using thin layer silica gel chromatography (hexane : ethyl 
acetate = 1:1) and 6-chloro derivative 28 mg (yield = 21 %) was obtained as a straw-coloured solid. 

3-mercapto-l,2,4-triazole 22 mg (0.22 mol) was added to N,N-dimethylformamide solution (1 ml) of 
potassium t-butoxide 25 mg (0.22 mmol), thereafter, N,N-dimethylfonnamide solution (3 ml) of 
previously obtained 6-chloro derivative 28 mg (0.080 mmol) was added dropwise, and on completion 
of the dropwise addition, the reaction liquor was stirred at 120°C for two hours. Water was added to 
the reaction liquor and extraction was carried out with chloroform. The organic layer was washed with 
water, dried and concentrated. The obtained residue was refined using thin layer silica gel 
chromatography (chloroform : methanol = 9:1) and the title compound 12 mg (yield = 37 %) was 
obtained as a straw-coloured solid. 



'H-NMR (CDC1 3 ) d : 6.96 (1H, d, J - 8.8 Hz), 7.05 (1H, d, J = 3.6 Hz), 7.22 (1H, d, J = 8.8 Hz), 7.40- 
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7.43 (1H, m), 7.47 (1H, d, J = 3.6 Hz), 7.87-7.90 (1H, m), 8.32 (1H, s), 8.64-8.66 (1H, m), 8.70-8.71 
(lH,m). 

ESI-MS (m/e)= 4 14 (M+H) + . 

Using the same process as in the aforesaid Production Example 66, the compounds of Production 
Examples 67 - 68 were obtained. Below analysis data of these compounds are shown. 

Production Example 67 



Preparation of 3-(6-methoxv-pvridine-3-vl-sulphanvn-6-(4H-[L2,41 niazol-3-vl-sulphanvIVN-(thiazoI- 
2-vlV2-pvridinecarboxamide 

The compound of Production Example 67 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmethyl sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained using 
the same process as in Production Example 1, 6-methoxy-3-iodopyridine and 3-mercapto- 1,2,4- 
triazole. 



'H-NMR (CDC1 3 ) 8 : 4.00 (3H, s), 6.87 (1H, d, J = 8.7 Hz), y.00-7.11 (2H, m), 7.26 (1H, d, J = 8.4 
Hz), 7.46 (1H, d, J = 3.3 Hz), 7.77 (1H, dd, J = 2.4, 8.7 Hz), 8.35 (1H, d, J - 2.4 Hz), 8.38 (1H, s). 
ESI-MS (m/e) = 444 (M+H) + . 

Production Example 68 



Preparation of 3-(pvridine-3-vl-sulphanvl)-6-(4H-fl^;41 triazol^-vl-sulphanvlVN-^-methoxvmethvl- 
thiazol-2-vn-2-pvridinecarboxamide 
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The compound of Production Example 68 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmetoyte 

carboxamide obtained using the same process as in Production Example 1, 3-iodopyridine and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDC1 3 ) 8 : 3.49 (3H, s), 4.56 (2H, s), 6.94 (1H, s), 6.97 (1H, d, J = 8.8 Hz), 7.27 (1H, d, J = 
8.8 Hz), 7.43 (1H, dd, J - 7.6Hz, 3.3 Hz), 7.93 (1H, d, J - 7.6 Hz), 8.38 (1H, s), 8.71 (1H, d, J - 4.8 
Hz), 8.77 (1H, s). 
ESI-MS (m/e) = 458 (M+H) + . 

Production Example 69 



Preparation of 3-phenvloxv methvl-6-(4-methvl-4H-f 1.2,4] triazoU3-vl-sulphanvlVN-( f thiazole-2 vlV2- 
pvridinecarboxamide 

3-chloroperbenzoic acid 6.30 g (21.0 mmol) was added to chloroform solution (50 ml) of 2-cyano-3- 
tert-buryldimethylsilyloxymethyl pyridine 3.50 g (14.0 mmol) and was heated under reflux overnight. 
Saturated aqueous sodium bicarbonate solution was added to the reaction liquor, thereafter, extraction 
with chloroform was carried out, and the organic layer was washed with water, saturated aqueous 
sodium bicarbonate solution, saturated aqueous sodium chloride solution. After drying and 
concentrating, the obtained residue was refined using silica gel column chromatography (hexane : ethyl 
acetate = 2:1) and N-oxide body 1.50 g (yield = 41 %) was obtained as white solid. 

A phosphorus oxychloride solution (10 ml) of the obtained N-oxide body 1.50 g (5.70 mmol) was 
stirred at 80°C for one hour. The reaction liquor was concentrated under reduced pressure, thereafter, 
saturated aqueous sodium bicarbonate solution was added to the obtained residue, extraction was 
carried out with chloroform, and the organic layer was washed with saturated aqueous sodium 
bicarbonate solution, saturated aqueous sodium chloride solution. After drying and concentrating, the 
obtained residue was refined using silica gel column chromatography (hexane : ethyl acetate = 2:1) and 
2-chloro-5-chloromethyl-6-cyanopyridine 625 mg (yield = 58 %) was obtained as a white solid. 

Phenol 30 mg (0.32 mmol) and potassium carbonate 44 mg (0.32 mmol) were added to acetonitrile 
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solution (5 ml) of 2-chloro-5-chloromethyl-6<yanopyridine 50 mg (0.27 mmol), and thereafter the 
mixture was stirred at room temperature for eight hours 30 minutes. Water was added to the reaction 
liquid and the liquid extracted with ethyl acetate, and the organic layer was washed with saturated 
aqueous sodium chloride solution. After drying and concentrating, the obtained residue was refined 
using thin layer column chromatography (hexane : ethyl acetate = 6:1) and 2-chloro-6-cyano-5- 
phenoxymethyl pyridine 61 mg (yield = 93 %) was obtained as a white solid. 

3-mercapto-4-methyl-4H-l,2,4-triazole 44 mg (0.380 mmol) and potassium carbonate 52 mg (0.380 
mmol) were added to N,N-dimemylformamide solution (5 ml) of the obtained 2-chloro-6-cyano-5- 
phenoxymethyl pyridine 61 mg (0.249 mmol), and thereafter, it was stirred at 100°C overnight Water 
was added to the reaction liquid and the liquid extracted with ethyl acetate, and the organic layer was 
washed with water, saturated aqueous sodium bicarbonate solution, saturated aqueous sodium chloride 
solution. After drying and concentrating, the obtained residue was refined using thin layer column 
chromatography (chloroform : methanol = 10:1) and thio triazole derivative 4.4 mg (yield = 5 %) was 
obtained as a white solid. 

A 1 N-sodium hydroxide aqueous solution 0.5 ml was added to ethanol solution (5 ml) of the obtained 
thio triazole derivative 4.4 mg (0.014 mmol) and the mixture was heated under reflux overnight. A 1 N 
hydrochloric acid aqueous solution was added to the reaction liquor, it was acidified, it was extracted 
with ethyl acetate, and the organic layer was washed with saturated aqueous sodium chloride solution. 
2-aminothiazole 3 mg (0.028 mmol), N-hydroxybenzotriazole hydrate 4 mg (0.030 mmol) and l-(3- 
dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride 6 mg (0.030 mmol) were added 
successively to the methylene chloride solution (3 ml) of obtained residue and thereafter, it was stirred 
at room temperature overnight. Saturated aqueous sodium bicarbonate solution was added to the 
reaction liquor, extraction was carried out with chloroform, and the organic layer was washed with 
water, saturated aqueous sodium bicarbonate solution, saturated aqueous sodium chloride solution. 
After drying and concentrating, the obtained residue was refined using thin layer silica gel 
chromatography (chloroform : methanol = 10:1) and the title compound 2.8 mg (yield = 47 %) was 
obtained as a white solid. 

'H-NMR (CDC1 3 ) d: 3.79 (3H, s), 5.71 (2H, s), 6.97-7.02 (3H, m), 7.05 (1H, d, J - 3.6 Hz), 7.30 (2H, 
t, J = 7.6 Hz), 7.40 (1H, d, J - 8.4 Hz), 7.54 (1H, q, J - 3.6 Hz), 8.22 (1H, d, J - 8.4 Hz), 8.50 (1H, s) 
ESI-MS (m/e)= 425 (M+H). 

Using the same process as in the aforesaid Production Example 69, the compound of Production 
Example 70 was obtained. Below analysis data of this compound are shown. 
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Production Example 70 




Preparation of 3-phenvl sulphanyl methvl-6-(4-methvl-4H-f 1,2,4] triazol-3-vl-sulphanvlVN-(tliiazol-2- 
vlV2-pyridinecarboxamide 

The compound of Production Example 70 can be produced using the same process as in Production 
Example 69, a process based on this or a combination of these with conventional procedures, using 2- 
cyano-3-tert-butyldimethylsiiyloxy methylpyridine, thiophenol, 3-mercapto-4-methyl-4H-l,2,4-triazole 
and 2-ammothiazolc. 

'H-NMR (CDC1 3 ) 8 : 3.77 (3H, s), 4.74 (2H, s), 7.04 (1H, d, J = 3.2 Hz), 7.20 (1H, d, J = 8.4 Hz), 
7.24-7.28 (5H, m), 7,53 (1H, d, J = 3.2 Hz), 7.58 (1H, d, J - 8.4 Hz), 8.48 (1H, s) 
ESI-MS (m/e) = 441 (M+H). 

Production Example 71 




Preparation o f 3-phenvImethvl-6-(4H-f 1 .2.4] triazol-3-vl-sulphanvlVN-(thiazol-2-vlV2- 
pvridinecarboxamide 

3-benzoyl-2-pyridinecarboxylic acid 2.0 g (8.8 mmol) was dissolved in methanol (10 ml), and ten 
drops of concentrated sulfuric acids were added dropwise at v room temperature to this, and it was 
heated under reflux for twenty-four hours. After cooling, methanol was eliminated by distillation, and 
it was neutralized with saturated aqueous sodium bicarbonate solution. After extraction with 
chloroform, it was dried with sodium sulfate and concentrated, and thereby crude product 2.0 g of 3- 
benzoyl-2-methyl pyridinecarboxylate ester was obtained. 

The ester body 2.0 g were dissolved in chloroform (10 ml), and mCPBA 3.57 g (20.7 mmol) was 
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added, and it was heated under reflux twenty-four hours. After cooling, saturated aqueous sodium 
bicarbonate solution was added to the reaction liquor, it was made alkaline, and extraction was carried 
out with chloroform. After drying with sodium sulfate, distillation was carried out under reduced 
pressure, and crude product of N-oxide was obtained. Phosphorus oxychloride (10 ml) was added to 
this crude product and was stirred at 80°C for two hours. After cooling, it was neutralized with 
saturated aqueous sodium bicarbonate solution and extraction was carried out with ethyl acetate. After 
drying with sodium sulfate and distillation under reduced pressure, the residue was refined by silica gel 
column chromatography (ethyl acetate : hexane = 1:2) and 3-benzoyl-6-chloro-2-methyl 
pyridinecarboxylate ester 600 mg (yield over 3 steps of 26 %) was obtained. 

Chloro body 300 mg (1.10 mmol) was dissolved in methanol (15 ml), and 1 N sodium hydroxide (5 
ml) was added, and the mixture was stirred at room temperature for two hours. After elimination of 
methanol by distillation, it was neutralized with 1 N hydrochloric acid, and thereafter, extraction was 
carried out with chloroform. After drying with sodlium sulphate, distillation was carried out under 
reduced pressure and thereby 285 mg (yield 100 %) of 3-benzoyl-6-chloro-2-pyridinecarboxylic acid 
was obtained. 

The carboxylic acid 285 mg (1.1 mmol) obtained as above was dissolved in chloroform (10 ml), and 2- 
aminothiazole 109 mg (1.1 mmol), N-hydroxybenzotriazole hydrate 221 mg (1.64 mmol), l-(3- 
dimethylaminopropyl)-3-ethyI carbodiimide hydrochloride 229mg (1.2 mmol)-were added, and the 
mixture was stirred at room temperature twenty-four hours. Distilled water was added and thereafter, it 
was extracted with chloroform and drying was carried out with sodium sulfate. The solvent was 
eliminated by distillation under reduced pressure, the obtained residue was refined by column 
chromatography (ethyl acetate : hexane = 1:2) and 3-benzoyl-6-chloro-N-(thiazol-2-yl)-2- 
pyridinecarboxamide 225 mg (yield over 2 steps of 60 %) was obtained. 

The chloro body 170 mg (0.495 mmol) obtained as above was dissolved in DMF (3 ml) and 3- 
mercapto-l,2,4-triazole 55 mg (0.544 mmol), potassium carbonate 171 mg (1.24 mmol) were added, 
and it was stirred at 100°C twenty-four hours. The reaction liquor was cooled, thereafter, DMF was 
eliminated by distillation under reduced pressure, distilled water was added, it was neutralized with 1 N 
hydrochloric acid, thereafter, distillation was carried out under reduced pressure, the obtained residue 
was refined by silica gel column chromatography (methanol : chloroform = 1:10) and 3-benzoyl-6- 
(4H-[1,2,4] triazol-3-yl-sulphanyl)-^ 101 mg (yield 50 %) was 

obtained. 
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The ketone body 70 mg (0.172 mmol) obtained as above was suspended in methanol (5 ml), sodium 
borohydride 12.7 mg (0.343 mmol) was added, the mixture was stirred at room temperature for 30 
minutes, and the solvent was eliminated by distillation. Triethylsilane 99 mg (0.853 mmol) and 
trifluoroacetic acid (5 ml) were added to the obtained residue the mixture was stirried at 60 degrees for 
one hour. After concentrating, it was distributed with chloroform and saturated aqueous sodium 
bicarbonate solution, and the chloroform layer was dried with sodium sulfate. The solvent was 
concentrated, thereafter the obtained residue was refined twice using thin layer silica gel 
chromatography (methanol : chloroform - 1:8, ethyl acetate : acetone - 2:1) and the title compound 
13.5 mg (yield 20 %) was obtained. 

'H-NMR (CDC1 3 ) d : 4.63 (2H, s), 6.99 (1H, d, J = 3.6 Hz), 7.18-7.29 (5H, m), 7.38 (1H, d, J = 8.4 
Hz), 7.41 (1H, dd, J = 3.6 Hz), 7.45 (1H, d, J = 8.4 Hz), 8.33 (1H, s). 
ESI-MS (m/e)= 395 (M+H) + . 

Production Example 72 



Preparation of 3-f4-fluoro-phenvlmethvlV6-(4H-n.2 < 41 triazol-3-vl-sulphanvlVN-fthiazol-2-ylV2- 
pvridinecarboxamide 

l H-NMR (CDCI3) 6 : 4.60 (2H, s), 6.94-6.98 (2H, m), 7.01 (1H, d, J - 3.6 Hz), 7.14-7.17 (2H, m), 
7.40-7.46 (3H, m), 8.35 (1H, s). 
ESI-MS (m/e)= 413 (M+H) + . 

The compound of Production Example 72 can be produced using Production Example 71, a process 
based on this or a combination of these with conventional procedures, using 3-(4-fluorobenzoyl)-2- 
pyridinecarboxylic acid, 2-aminothiazole and 3-mercapto-l,2,4-triazole. 

Production Example 73 




F 
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Preparation of 3-(4-dimethvlaminoethvl-phenvl sulphanvlV6-f4H-rL2.4] triazol-3-vl sulphanvlVN- 
(miazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 73 can be produced using Production Example 71, a process 
based on this or a combination of these with conventional procedures, using 3,6-dichloro-2- 
pyridinecarboxylic acid, 2-amino-thiazole, 4-dimethylaminoethyl-thiophenol and 3-mercapto-l,2,4- 
triazole. 

'H-NMR (CDC1 3 ) 8 : 2.39 (6H, s), 2.68 (2H, m), 2.84(2H, m), 7.00-7.05 (2H, m), 7.18 (1H, d, J = 8.7 
Hz), 7.28 (2H, q, J = 8.4 Hz), 7.41-7.58 (3H, m), 8.32 (1H, s). 
ESI-MS (m/e) = 484 (M+H) + . 

Production Example 74 




Preparation of 3-(4-dime mvlaminomethyl-phenvl sulphanvlV6-f4H-r 1.2.41 triazol-3-vl sulphanvlVN- 
(thiazol-2-vn-2-Dvridinecarboxamide 

The compound of Production Example 74 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-dimethylaminomethyl-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDCI3) 5 : 2.23 (6H, s), 6.96 (1H, q, J = 8.8 Hz), 7.00 (1H, d, J = 3.6 Hz), 7.1 1 (1H, d, J = 
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3.8 Hz), 734 (2H, d, J = 8.0 Hz), 7.43 (1H, d, J - 3.6 Hz), 7.46 (2H, d, J = 8.0 Hz), 8.29 (1H, s). 
ESI-MS (m/e) = 470 (M+H) + . 

Production Example 75 



Preparation of 3-(4-methoxv-phenvl sulphanvlV6-(4H-[1.2.41 triazol-3-vl sulphanvlVN-(thiazol-4-vlV 
2-pvridinecarboxamide 

The compound of Production Example 75 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 4-amino-thiazole, 4-methoxy-thiophenol and 3-mercapto- 1,2,4- 
triazole. 

'H-NMR (CDC1 3 ) 5 : 3.85 (3H, s), 6.96 (2H, d, J = 8.8 Hz), 6.98 (1H, d, J = 8.8 Hz), 7.15 (1H, d, J - 
8.8 Hz), 7.46 (2H, d, J = 8.3 Hz), 7.90 (1H, d, J - 2.4 Hz), 8.34 (1H, s), 8.61 (1H, d, J - 2.4 Hz), 
ESI-MS (m/e)= 443 (M+H) + . 

Production Example 76 



Preparation of 3-(4-dimethvlcarbamovlmethvl oxv-phenvl sulphanvO-6-(4H-fh2.4] triazol-3-vl 
suIphanylVN-fthiazol^-yn^-pyridinecarboxamide 

The compound of Production Example 76 can be produced using the same process as in Production 
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Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-dimethylcarbamoylmethyl oxy-thiophenol and 
3-mercapto- 1 ,2,4-triazole. 



'H-NMR (CDC1 3 ) 8 : 2.99 (3H, s), 3.09 (3H, s), 4.73 (2H, s), 6.99 (2H, d, J - 3.8 Hz), 7.01-7.03 (1H, 
m), 7.03 (1H, d, J = 3.6 Hz), 7.19 (2H, d, J = 8.4 Hz), 7.45 (2H, d, J = 8.8 Hz), 7.46 (2H, d, J - 3-6 Hz), 
8.30 (lH,s). 

ESI-MS (m/e)514 (M+H) + . 
Production Example 77 



Preparation of 3-f4-methoxv-phenvl sulphanvn~6-f4H-r 1.2,41 triazol-3-vl subhanvn-N^ 
hvdroxvemvl-thiazol-2-vn-2-pvridinecarboxamide 

The compound of Production Example 77 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 2-amino-4-hydroxyethyl-thiazole, 4-methoxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.90 (2H, t, J = 4.8 Hz), 3.83 (3H, s), 3.90 (2H, t, J = 4.8 Hz), 6.65 (1H, s), 6.95 
(2H, d," J = 8.0 Hz), 6.97 (1H, d, J = 8.8 Hz), 7.17 (1H, d, J = 8.8 Hz), 7.43 (2H, d, J = 8.0 Hz), 8.34 
(lH,s). 

ESI-MS (m/e) = 487 (M+H) + . 
Production Example 78 
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Preparation of 3-(6-methvl-pvridin-3-yl sulphanvlV6-(5-hvdroxv-4H-r 1.2:41 triazol-3-vl sulphanvlVN- 
(thiazol-2-vlV2"Pvridinecarboxamide 

The compound of Production Example 78 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-hydroxy-thiophenol and 5-hydroxy-3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.65 (3H, s), 6.98-7.50 (5H, m), 7.82 (1H, m), 8.64 (1H, brs), 
ESI-MS (m/e) = 444 (M+H) + . 

Production Example 79 



Preparation of 3-(6-methoxvcarbonvl-pvridin-3-vl sulphanvlV6-(4H-[L2.41 triazoI-3-vl sulphanvlVN- 
(thiazol-2-vQ-2-pyridinecarboxamide 

The compound of Production Example 79 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmethyl sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained using 
the same process as in Production Example 1 , 5-iodo-2-methoxycarbonyl-pyridine and 3-mercapto- 
1,2,4-triazole. 



'H-NMR (CDC1 3 ) 8 : 4.01 (3H, s), 7.03 (1H, d, J = 7.6 Hz), 7.05 (1H, d, J - 3.6 Hz), 7.24 (1H, d, J = 
7.6 Hz), 7.47 (1H, d, J = 3.6 Hz), 8.00 (1H, m), 8.16 (1H, d, J = 8.0 Hz), 8.33 (1H, s), 8.79 (1H, m). 
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Production Example 80 




Preparation of 3-(4-dimethvlaminoethvl oxv-phenvl sulphanvl)-6-(4H-r 1.2.41 triazoI-3-vl sulphanvlV 
N-(fl ,2.41 thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 80 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichioro-2-pyridinecarboxylic acid, 5-amino-l,2,4-thiadiazole, 4-dimethylaminoethyl oxy-thiophenol 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.42 (6H, s), 2,84 (2H, t, J = 5.1 Hz), 4.13 (2H, t, J = 5.1 Hz), 6.96 (2H, d, J - 8.4 
Hz), 7.00 (1H, d, J = 8.8 Hz), 7.21 (1H, d, J = 8.8 Hz), 7.43 (2H, d, J - 8.4 Hz), 8.35 (1H, s). 
ESI-MS (m/e) = 501 (M+H) + . 

Production Example 81 




Preparation of 3-(pvrimidin-5-vl sulphanvlV6-(4H-ri.2.41 triazol-3-vl sulphanvIVN-(tniazol-2-vn-2- 
pvridinecarboxamide 

The compound of Production Example 81 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-metooxy-phenylmethyl suIphanyl>N-(thiazol-2-yl)-2-pyridinecarboxamide obtained using 
the same method as in Production Example 1, 5-iodo-pyrimidine and 3-mercapto-l,2,4-triazole. 
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'H-NMR (CDCI3) 8 : 6.95 (1H, d, J = 8.4 Hz), 7.03 (1H, d, J = 3.6 Hz), 7.22 (1H, d, J = 8.4 Hz), 7.44 
(1H, d, J = 3.6 Hz), 8.33 (1H, s), 8.82 (2H, s), 9.20 (1H, s). 
ESI-MS (m/e) = 415 (M+H) + . 

Production Example 82 



Preparation of 3-(6-hvdroxvmethvl-pvridin-3-yl sulphanyl>6-(4H-rL2.41 triazol-3-vl sulphanyfl-N- 
(thiazoI-2-vlV2-pvridinecarboxamide 

The compound of Production Example 32 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-hydroxymethyl-thiophenol and 3-mercapto- 
1,2,4-triazole. 

■H-NMR (CDCI3) 5 : 4.86 (2H, s), 7.01 (1H, d, J = 9.2 Hz), 7.07 (1H, d, J = 3.2 Hz), 7.28 (1H, d, J = 
9.2 Hz), 7.41 (1H, d, J = 7.6 Hz), 7.52 (1H, d, J = 3.2 Hz), 7.90 (1H, m), 8.42 (1H, s), 8.74 (1H, s). 
ESI-MS (m/e) = 444 (M+H) + . 

Production Example 83 



Preparation of 3 -f 4 -(1 -methyl -pyrrol idine-3-vloxv)-phenvl sulphanvl]-6-(4H-f 1.2,41 triazol-3-yl 
sulphanylVN-(thiazoN2-ylV2-pyridinecarboxamide 
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The compound of Production Example 83 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-(l-methyl-pyrrolidin-3-yl)-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDC1 3 ) 5 : 1.90-1.98 (1H, m), 2.35 (3H, s), 2.25-2.35 (2H, m), 2.43-2.47 (1H, m), 2.80-2.83 
(2H, m), 4.78-4.85 (1H, m), 6.85 (2H, d, J - 8.4 Hz), 6.95 (1H, d, J - 8.8 Hz), 7.00 (1H, d, J - 3.6 Hz), 
7.12 (1H, d, J = 8.8 Hz), 7.38 (2H, d, J = 8.4 Hz), 7.42 (1H, d, J = 3.6 Hz), 8.29 (1H, s). 
ESI-MS (m/e) = 512 (M+H) + . 

Production Example 84 



Preparation of 3-(6-methvl-pvridin-3-vl sulphanvlV6-(4H-f K2.41 triazol-3-vl sulphanvlVN-(r 1.2.41 
miadiazol-5-yn-2-pyridinecarboxamide 

The compound of Production Example 84 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-ammo-l,2,4-miadiazole-3-mercapto-6-methyl-pyridine and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.65 (3H, s), 7.01 (1H, d, J = 8.6 Hz), 7.26 (1H, d, J = 8.6 Hz), 7.30 (1H, d, J - 
8.0 Hz), 7.78 (1H, dd, J = 8.0, 2.2 Hz), 8.35 (1H, s), 8.42 (1H, s), 8.64 (1H, d, J - 2.2 Hz). 
ESI-MS (m/e) = 429 (M+H)*. 

Production Example 85 
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Preparation of 3-(4-dimethvlaminoethvl oxv-phenvl sulphanvlV6-(5-methvl-4H-r 1.2.41 triazol-3-vl 
suIphanylVN-([ 1 ,2,41 thiadiazol-5- ylV2-pvridinecarboxamide 

The compound of Production Example 85 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-l,2,4-thiadiazole, 4-dimethylaminoethyl oxy-thiophenol 
and 3-mercapto-5-methyl-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.40 (6H, s), 2.62 (6H, s), 2.81 (2H, t, J - 5.5 Hz), 4.12 (2H, t, J = 5.1 Hz), 6.96 
(2H, d, J - 8.5 Hz), 6.98 (1H, d, J = 8.5 Hz), 7.20 (1H, d, J - 8.5 Hz), 7.42 (2H, d, J = 8.5 Hz), 8.34 
(lH,s). 

ESI-MS (m/e) = 515 [M+Hf . 



Production Example 86 




Preparation of 3 -fl -ox v-6-methvl-pvridin-3 -vl suIphanvlV6-(4H-r 1.2.4^ triazol-3-vl sulphanvlVN- 
(thiazol-2-yl)-2>pyridinecarboxamide 

The compound of Production Example 86 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3-mercapto-6H methyl- 1-oxy-pyridine and 3- 
mercapto- 1 ,2,4-triazole. 
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'H-NMR (CDCI3) 5 : 2.60 (3H, s), 7.06 (1H, d, J = 3.2 Hz), 7.12 (1H, d, J = 8.4 Hz), 7.32 (1H, q, J = 
8.4 Hz), 7.39-7.39 (2H, m), 7.51 (1H, d, J - 3.2 Hz), 8.44 (1H, s), 8.51 (1H, brs). 
ESI-MS (m/e) = 446 (M+H). 

Production Example 87 



Preparation of 3-(4-diethvlaminoethvl oxv-phenvl sulphanvlV6-(4H-[ 1.2.41 triazol-3-vl sulphanvlVN- 
(thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 87 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxyiic acid, 2-amino-thiazole, 4-diethylaminoethyl oxy-thiophenol and 3- 
mercapto-1, 2,4-triazole. 



'H-NMR (CDC1 3 ) 5 : 1.14 (6H, t, J = 7.6 Hz), 2.73 (4H, q, J = 7.6 Hz), 2.99 (2H, t, J = 6.0 Hz), 4.14 
(2H, t, J = 6.0 Hz), 6.99 (2H, q, J = 8.8 Hz),' 7-01 (1H, d, J - 8.4 Hz), 7.07 (1H, d, J = 4.0 Hz), 7.18 
(1H, d, J - 8.4 Hz), 7.46 (2H, d, J = 8.8 Hz), 7.49 (1H, d, J - 4.0 Hz), 8.36 (1H, s). 
ESI-MS (m/e) = 528 (M+H)\ 

Production Example 88 



Preparation of 3-f4-pvrrolidino ethvl oxv-phenvl sulphanvlV6-(4H-rL2.41 triazol-3-vl sufphanylVN- 
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(thiazol-2-ylV2-pyridmecarboxamide 

The compound of Production Example 88 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarbd*yiic acid, 2^amino-thiazole, 4-pyrrolidino ethyl oxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 1.80-1.90 (4H, m), 2.70-2.80 (4H, m), 3.02 (2H, t, J = 5.2 Hz), 4.18 (2H, t, J = 
5.2 Hz), 6.95 (2H, q, J = 3.8 Hz), 6.97 (1H, d, J = 8.4 Hz), 7.02 (1H, q, J = 3.6 Hz), 7.17 (1H, d, J = 8.4 
Hz), 7.42 (2H, d, J = 8.8 Hz), 7.45 (1H, d, J = 3.6 Hz), 8.29 (1H, s). 
ESI-MS (m/e) = 526 (M+H)*. 

Production Example 89 

Preparation of 3-(4-diethvlaminoethvl oxv-phenvl sulphanvn-6-(4H-rL2.41 triazol-3-vl sulphanvlVN- 
fthiazol-2-yl)-2-pvridinecarboxamide 

The compoimd of Production Example 87 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-diethylaminoethyl oxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 1.14 (6H, t, J = 7.6 Hz), 2.73 (4H, q, J = 7.6 Hz), 2.99 (2H, t, J = 6.0 Hz), 4.14 
(2H, t, J = 6.0 Hz), 6.99 (2H, d, J - 8.8 Hz), 7.01 (1H, d, J = 8.4 Hz), 7.07 (1H, d, J = 4.0 Hz), 7.18 
(1H, d, J = 8.4 Hz), 7.46 (2H, d, J = 8.8 Hz), 7.49 (1H, d, J - 4.0 Hz), 8.36 (1H, s) 
ESI-MS(m/e) = 528 (M+H) + . 

Production Example 88 (sic) 




Preparation of 3-(6-dimethvlaminoethvl oxv-pvridin-3-vl sulphanvlV6-(4H-r 1.2.41 triazol-3-vl 
sulphanvlVN-(thiazol-2-vl)-2-pvridinecarboxamide 

The compound of Production Example 89 can be produced using the same process as in Production 
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Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3-mercapto-6-dimethylaminoethyl oxy-pyridine 
and 3-mercapto- 1 ,2,4-triazole. 



! H-NMR (CDC1 3 ) 5 : 2.41 (6H, s), 2.82 (2H, t, J = 5.6 Hz), 4.48 (2H, t, J = 5.6 Hz), 6.80 (1H, d, J - 8.4 
Hz), 6.98 (1H, d, J = 8.4 Hz), 7.03 (1H, d, J = 3.6 Hz), 7.23 (1H, d, J = 8.4 Hz), 7.47 (1H, d, J = 3.6 
Hz), 7.63 (1H, dd, J - 2.4, 8.4 Hz), 7.27 (1H, d, J = 2.4 Hz), 8.36 (1H, s). 
ESI-MS (m/e) = 501 (M+H) + . 



Preparation of 3-(pvrazol-4-vl sulphanvlV6-f4H-rh2.4] triazol-3-vl sulphanvlVN-(thiazol-2-vn-2- 
pvridinecarboxamide 

The compound of Production Example 90 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmethyl sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained using 
the same method as in Production Example 1, 4-iodo pyrazole and 3-mercapto- 1,2,4-triazole. 
'H-NMR (CDCI3) d : 7.07 (1H, d, J = 3.6 Hz), 7.18 (1H, d, J = 8.4 Hz), 7.25 (1H, d, J = 8.4 Hz), 7.49 
(1H, d, J = 3.6 Hz), 7.70 (2H, s), 8.35(1H, s). 
ESI-MS (m/e) = 403 (M+H)\ 

Production Example 91 



Production Example 90 
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Preparation of 3-(4-dimethvlaminoeth vl oxv-phenvl sulphanvlV6-(4H-f 1.2.41 triazol-3-vI sulphanvlV 
N-(3-methvl-r 1 2 A\ miadiazol-5-vlV2-pvridmecarboxamide 

The compound of Production Example 91 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5 -amino-3 -methyl- 1,2,4-thiadiazoIe, 4-dimethy!aminoethyl oxy- 
thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) d : 2.37 (6H, s), 2.61 (3H, s), 2.80 (2H, t, J = 5.6 Hz), 4.12 (2H, t, J = 5.6 Hz), 7.00 
(2H, d, J - 8.4 Hz), 7.02 (1H, d, J - 8.8 Hz), 7.22 (1H, d, J = 8.8 Hz), 7.45 (2H, d, J = 8.4 Hz), 8.34 
(lH,s). 

ESI-MS (m/e) = 515 (M+H) + . 
Production Example 92 




Preparation of 3-(4-carbamovlmethvl oxv-phenvl sulphanvlV6-(4H-r 1.2.41 triazol-3-vl sulphanvlVN- 
(thiazol-2-vn-2-pvridmecarboxamide 

The compound of Production Example 92 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro : 2-pyridinecarboxylic acid, 2-amino-thiazole, 4-carbamoylmethyl oxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

! H-NMR (CDC1 3 ) d : 4.48 (2H, s), 6.95 (1H, d, J = 8.4 Hz), 6.98 (2H, d, J = 8.8 Hz), 7.02 (1H, d, J - 
3.6 Hz), 7.13 (1H, d, J = 8.4 Hz), 7.44 (1H, d, J - 3.6 Hz), 7.45 (2H, d, J = 8.8 Hz), 8.33 (1H, s). 
ESI-MS (m/e) = 486 (M+H) + . 

Production Example 93 
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Preparation of 3-(5-bromo-6-methvl-pvridin-3-vl suIphanvn-6-(4H~r 1.2.4] triazol-3-vl suIphanvlVN- 
(thiazol-2-ylV2-pvridinecarboxamide 

The compound of Production Example 93 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 5-bromo-3-mercapto-6-memyl-pyridine and 3- 
mercapto- 1 ,2,4-triazole. 

! H-NMR (CDC1 3 ) d : 2.72 (3H, s), 7.00 (1H, d, J = 8.4 Hz), 7.05 (1H, d, J = 3.6 Hz), 7.22-7.24 (1H, 
m), 7.48 (1H, q, J - 8.6 Hz), 8.01 (1H, d, J = 2.0 Hz), 8.33 (1H, s), 8.52 (1H, d, J - 2.0 Hz). 
ESI-MS (m/e) = 505, 507 (M+H) + . 

Production Example 94 




Pre paration of 3-r4-(2-hvdroxvethvl-phenvl sulphanvni-6-(4H-n.2.41 triazol-3-vl sulphanvlVN-(3- 
methvl-ri.2.41-thiadiazol-5-vlV2-pvridinecarboxamide 

The compound of Production Example 94 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 4-(2-hydroxyethyl)- 
thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) d : 2.61 (3H, s), 2.91 (2H, t, J - 6.8 Hz), 3.84 (2H, t, J = 6.8 Hz), 7.07 (1H, d, J = 8.4 
Hz), 7.21 (1H, d, J - 8.4 Hz), 7.35 (2H, d, J = 8.0 Hz), 7.48 (2H, d, J = 8.0 Hz), 8.36 (1H, s). 
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ESI-MS (m/e) = 472 (M+H) + . 



Production Example 95 




Preparation of 3-[4-(2-hvdroxvethvl-phenvl sulphanvlYI-6-(5-methvl-4H-r 1.2.41 triazol-3-vl 
sulphanyl)-N-(3-methyl-[ 1 .2.4]-thiadiazol-5-vlV2'pvridinecarboxamide 

The compound of Production Example 95 is produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl- 1 ,2,4-thiadiazole-4-(2-hydroxyethyl)-thiophenol 
and 3 -mercapto-5 -methyl- 1 ,2,4-triazole. 

^-NMR (CDC1 3 ) d : 2.59 (3H, s), 2.59 (3H, s), 2.94 (2H, t, J = 6.4 Hz), 3.94 (2H, t, J = 6.4 Hz), 7.03 
(1H, d, J = 8.8 Hz), 7.21 (1H, d, J = 8.8 Hz), 7.34 (2H, d, J = 8.0 Hz), 7.49 (2H, d, J = 8.0 Hz). 
ESI-MS (m/e)= 486 (M+H) + . 

Production Example 96 



Preparation of 3-(pvridin-3-vl sulphanvl>6-(4H-ri.2.41 triazol-3-vl sulphanvlVN-(3-methvl-f 1.2.4]- 
thiadiazol-5-vl)-2-pyridinecarboxamide 

The compound of Production Example 96 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 3-mercapto-pyridine and 3- 
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mercapto-1 ,2,4-triazole. 

'H-NMR (CDCI3) d : 2.61 (3H, s), 7.00 (1H, d, J = 8.8 Hz), 7.29 (1H, d, J = 8.8 Hz), 7.41-7.44 (1H, 
m), 7.88-7.91 (1H, m), 8.41 (1H, s), 8.71-8.73 (1H, m), 8.76-8.77 (1H, m). 
ESI-MS (m/e) - 429 (M+H) + . 

Production Example 97 




Preparation of 3-r6-methvI-pvridin-3-vl sulphanvl)-6-f4H-r 1.2.41 triazol-3-vl sulphanvlVN-f3-methvl- 
f 1 .2.41-thiadiazol-5-vlV2-pvridinccarboxamide 

The compound of Production Example 97 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 3 -mercapto-6-methyl-p yridine 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) d : 2.62 (3H, s), 2.64 (3H, s), 7.2 (1H, q, J - 8.0 Hz), 8.35 (1H, s), 8,60 (1H, d, J = 
1.6 Hz). 

ESI-MS (m/e) = 443 (M+H) + . 
Production Example 98 
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Preparation of 3-(4-dimethvlaminoethvl oxv-phenvl sulphanvlV6-(4H-f 1,2,41 triazol-3-vl suIphanvH- 
N-(thiazolo [5,4-b] pyridin-2-ylV2-pvridmecarboxamide 

The compound of Production Example 98 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazolo [5,4-b] pyridine, 4-dimethylaminoethyl oxy- 
thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) d : 2.43 (6H, s), 2.70-2.88 (2H, m), 4.08-4.14 (2H, m), 6.88 (2H, d, J = 8.4 Hz), 
6.89-6.93 (1H, m), 7.13 (1H, d, J - 8.8 Hz), 7.31-7.35 (1H, m), 7.38 (2H, d, J = 8.8 Hz), 7,96 (1H, d, J 
= 8.4 Hz), 8.37 (1H, s), 8.44 (1H, d, J = 4.0 Hz). 
ESI-MS(m/e) = 551 (M+H) + . 

Production Example 99 



Preparation of 3-(6-methyl-pvridin-3-vl sulphanyQ-6-(5-methvl-4H-r 1,2.41 triazol-3-vl sulphanvD-N- 
(3-methyl-[1.2 < 4]-thiadiazol-5-vl)-2-pvridinecarboxamide 

The compound of Production Example 99 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2H pyridinecarboxylic acid, 5 -amino-3 -methyl -1, 2,4- thiadiazole, 3-mercapto-6-methyl- 
pyridineand 3-mercapto-5 -methyl- 1 ,2,4-triazole. 

'H-NMR (CDCI3) d : 2.60 (3H, s), 2.61 (3H, s), 3.64 (3H, s), 7.0 (1H, q, J = 8.8 Hz), 7.20-7.36 (1H, 
m), 7.29 (1H, d, J = 8.0 Hz), 7.77 (1H, dd, J = 2.4, 8.0 Hz), 8.63 (1H, d, J = 2.4 Hz). 
ESI-MS (m/e) = 457 (M+H) + . 

Production Example 100 




CH 3 
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Preparation of 3-(6-methvl-pyridin-3-vl sulphanvD-6-(4H-r 1,2,41 triazol-3-vl sulphanvD-N-(T 1,2,51 
thiadiazol-3-vlV2-pvridinecarboxamide 

The compound of Production Example 100 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 3-amino-l,2,5-thiadiazole, 3-mercapto-6-methyl-pyridine and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.63 (3H, s), 6.99 (1H, d, J - 8.8 Hz), 7.21 (1H, d, J - 8.8 Hz), 7.29 (1H, q, J = 
8.1 Hz), 7.78 (1H, dd, J- 8.1, 2.2 Hz), 8.37 (1H, s), 8.60 (1H, d, J = 2.2 Hz), 9.38 (1H, s). 
ESI-MS (m/e) = 429 (M+H) + . 

Production Example 101 




Preparation of 3>(2.3-dihvdro-ben§8furan-5-vl sulphanvlV6-(4H-r 1.2.4] triazol-3-yl suIphanylVN- 
(thiazol-2-vn-2-pyridinecarboxamide 

The compound of Production Example 101 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmethyI sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained by 
the same method as in Production Example 1, 5-iodo-2,3-dihydro-benzofuran and 3-mercapto-l,2,4- 
triazole. 

'H-NMR (CDCI3) 8 : 3.26 (2H, t, J = 8.8 Hz), 4.66 (2H, t, J= 8.8 Hz), 6.86 (1H, q, J - 8.0 Hz), 7.02 
(1H, d, J - 3.2 Hz), 7.06 (1H, d, J = 8.8 Hz), 7.22 (1H, d, J = 8.8 Hz), 7.31 (1H, d, J = 8.0 Hz), 7.35 
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(1H, brs), 7.45 (1H, d, J = 3.2 Hz), 8.34 (1H, s). 
ESI-MS (m/e) = 455 (M+H) + . 

Production Example 102 




CH 3 



Preparation of 3-(6-methvl-pvridin-3-vl su!phanvn-6-(4H-r 1.2.41 triazol-3-vl sulphanvlVN-(3- 
methoxv-f 1 .2.41-miadiazol-5-vlV2-p\aidinecarboxamide 

The compound of Production Example 102 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methoxy-l ,2,4-thiadiazole, 3-mercapto-6-methyI- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.65 (3H, s), 4.08 (3H, s), 6.90-7.05 (1H, m), 7.10-7.30 (2H, m), 7.70-7.80 (1H, 
m), 8.39 (1H, s), 8.63 (1H, brs). 
ESI-MS (m/e) = 459 (M+H) + . 

Production Example 103 




CH 3 



Preparation of 3-(6-methvl-pvridin-3-vl sulphanvlV6-(4H-ri.2.41 triazol-3-vl sulphanvl>N-(3- 
cvclopropvl-f 1 .2.4]-thiadiazol-5-vlV2-pvridinecarboxamide 

The compound of Production Example 103 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
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dichloro-2-pyridinecarboxylic acid, 5-amino-3-cyclopropyI-l,2,4-thiadiazole-3-mercapto-6-methyl- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 5 : 0.90-1.20 (4H, m), 2.20-235 (1H, m), 2.64 (3H, s), 6.99 (1H, q, J = 8.8 Hz), 
7.20-7.30 (2H, m), 7.76 (1H, dd, J - 2.4, 8.0 Hz), 8.38 (1H, s), 8.62 (1H, brs). 
ESI-MS (m/e) = 469 (M+H) + . 

Production Example 104 



Preparation of 3-(4-distill amino ethvl oxv-phenvl sulphanvIV6-(5-methvl-4H-r 1.2.41 triazol-3-vl 
sulphanvlVN-(3-methyI-ri.2,41 thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 104 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 4-dimethylaminoethyl oxy- 
thiophenol and 3-mercapto-5-methyl-l,2,4-triazole. 

! H-NMR (CDCI3) 8 : 2.41 (6H, s), 2.58 (3H, s), 2.59 (3H, s), 2.83 (2H, t, J = 5.5 Hz), 4.12 (2H, t, J = 
5.5 Hz), 6.91 (2H, d, J = 8.8 Hz), 6.94 (1H, d, J = 8.6 Hz), 7.17 (1H, d, J = 8.6 Hz), 7.40 (2H, d, J = 8.8 
Hz). - 

ESI-MS (m/e) = 529 (M+H) + . 
Production Example 105 




£h 3 




N' 



F 
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Preparation of 3-(2-fluoro-pvridin-4-vl sulphanvlV6-(4H-f 1.2,41 triazol-3-vl sulphanvn-N-(thiazol-2- 
vlV2-pvridinecarboxamide 

The compound of Production Example 105 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy«phenylmethyl sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained by 
the same method as in Production Example 1, 2-fluoro-4-iodo-pyridine and 3-mercapto-l,2,4-triazole. 
'H-NMR (CDC1 3 ) 8 : 6.95-7.10 (2H, m), 7.20-7.26 (2H, m), 7.30-7.42 (1H, m), 7.40-7.50 (1H, m), 
8110-8.26 (1H, m), 8.38-8.45 (1H, m). 
ESI-MS (m/e) « 432 (M+H)+. 

Production Example 106 



Preparation of 3-(2-methoxv-pvrimidin-5-vl sulphanvn-6-(2H-iT .2.4^1 triazol-3-vl sulphanvD-N- 
fthiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 106 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylmethyl sulphanyl)-N-(thiazol-2-yl)-2-pyridinecarboxamide obtained using 
the same method as in Production Example 1, 5-iodo-2-methoxy-pyrimidine and 3-mercapto-l,2,4- 
triazole. . 

1 H-NMR (CDCI3) 8 : 4.10 (3H, s), 7.02 (1H, d, J = 8.4 Hz), 7.06 (1H, d, J = 3.6 Hz), 7.32 (1H, d, J = 
8.4 Hz), 7.50 (1H, d, J - 3.6 Hz), 8.39 (1H, s), 8.65 (2H, s). 
ESI-MS (m/e) = 445 (M+H) + . 

Production Example 107 
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H 3 C 




Preparation of 3-f6-methvl-pvridin-3-vl sulphanvO-6-(5-methvl-4H-[ 1.2.41 triazol-3-vl sulphanvlVN- 
(ri^^l-thiadiazol-S-yn^-pyridinecarboxamide 

The compound of Production Example 107 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 5-amino-l,2,4-thiadiazole, 3-mercapto-6-methyl-pyridine and 3- 
mercapto-5-methyl- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.62 (3H, s), 2.64 (3H, s), 6.99 (1H, d, J = 8.8 Hz), 7.20-7.35 (2H, m), 7.77 (1H, 
dd, J = 2.0, 8.0 Hz), 8.35 (1H, s), 8.63 (1H, brs). 
ESI-MS (m/e) 443 (M+H) + . 

Production Example 108 



Preparation of 3-(4-hvdroxvethvl oxv-phenvl sulphan vn-6-(4H-fL2.41 triazol-3-vl subhanvn-N-(3- 
methvl-[ 1 ,2,4]-miadiazol-5-v0-2-pvridinecart>oxamide 

The compound of Production Example 108 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 4-hydroxyethyl oxy- 
thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.63 (3H, s), 3.99 (2H, m), 4.13 (2H, m), 7.00-7.08 (3H, m), 7.25 (1H, d, J - 8.4 
Hz), 7.49 (2H, d, J = 8.7 Hz), 8.36 (1H, s). 
ESI-MS (m/e) = 488 (M+H) + . 
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Production Example 109 




Preparation of 3-(4-diethylcarbamovl methyl oxv-phenvl sulphanyD-6-(4H-r 1.2.4) triazol-3-vl 
sulphanvn-N^thiazol^^vn-l-pyridinecarboxamide 

The compound of Production Example 109 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-diethylcarbamoylmethyloxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 



'H-NMR (CDC1 3 ) 5 : 2.72 (6H, s), 7.02 (1H, d, J = 3.6 Hz), 7.03 (1H, d, J = 8.0 Hz), 7.20 (1H, d, J = 
8.0 Hz), 7.44 (1H, d, J = 3.6 Hz), 7.66 (2H, d, J = 8.4 Hz), 7.78 (2H, d, J = 8.4 Hz), 8.31 (1H, s). 
ESI-MS (m/e) = 542 (M+H) + . 

Production Example 110 



Preparation of 3-(6-cvcIopropvl-pvridin-3-yl sulphanyl)-6-(4H-[ 1.2.41 triazol-3-yl sulphanvO-N- 
(miazol-2-y0-2-pyridinecarboxamide 

The compound of Production Example 110 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 6-cyclopropyl-3-mercapto-pyridine and 3- 
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mercapto-1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 0.70-1.33 (4H, m), 1.98-2.18 (1H, m), 6.96-7.08 (2H, m), 7.46 (1H, d, J = 3.2 
Hz), 7.70 (1H, dd, J = 2.0, 8.4 Hz), 8.36 (1H, s), 8.56 (1H, d, J = 2.0 Hz). 
ESI-MS (m/e) = 453 (M+H) + . 

Production Example 111 



Preparation of 3-f6-methvl-pvridin-3-vl sulphanvlV6-(5-methvl-4H-r 1.2.4] triazol-3-vl sulphanvlVN- 
(thiazol-2-ylV2-pvridinccarboxamide 

The compound of Production Example 1 1 1 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3-mercapto-6-methyl-pyridine and 3-mercapto- 
5-methyI-l,2,4-triazole. 

'H-NMR (CDCI3) S : 2.57 (3H, s), 2.64 (3H, s), 6.96 (1H, d, J = 8.8 Hz), 7.02 (1H, d, J = 3.6 Hz), 7.20 
(1H, q, J = 8.8 Hz), 7.25-7.29 (1H, m), 7.46 (1H, d, J = 3.6 Hz), 7.76 (1H, dd, J = 2.4, 7.6 Hz), 8.63 
(lH,s). 

ESI-MS (m/e)= 442 (M+H) + . 
Production Example 112 



Preparation of 3-(6-methvl-pvridin-3-vl sulphanvn-6-fpvrazol-4-vl sulphanvlVN-rthiazol-2-vlV2- 
pyridine carboxamide 

The compound of Production Example 112 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 




CH 3 
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dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3 -mercapto-6-methyl -pyridine and 4-mercapto- 
pyrazole. 



^-NMR (CDC1 3 ) 5 : 2,62 (3H, s), 6.88(1H, m), 7.05 (1H, m), 7.24 (1H, d, J = 8.9 Hz), 7.30-7.68 (3H, 
m), 7.72 (1H, dd, J = 1.1, 8.9 Hz), 7.76-7.82 (1H, m), 8.60 (1H, d, J = 1.1 Hz) 
ESI-MS (m/e) = 427 (M+H) + . 

Production Example 113 



Preparation of 3-f6-ethoxv-pvridin-3-vl sulphanvlV6-(4H-f 1.2.41 triazol-3-vI snlphanvlVN-(3-methvl- 
\ 1 < 2 t 4]-thiadiazol-5-yl)-2-pyridinecarboxamide 

The compound of Production Example 113 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-hydroxy-l,2,4-thiadiazole, 6-ethoxy-3-mereapto- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 1.43 (3H, t, J = 6.9 Hz), 2.06 (3H, s), 4.42 (2H, q, J = 6.9 Hz), 6.85 (1H, d, J = 
9.0 Hz), 7.08 (1H, d, J = 9.0 Hz), 7.29 (1H, d, J = 9.0 Hz), 7.69 (1H, dd, J = 9.0, 2.1 Hz), 8.31 (1H, d, J 
-2.1Hz), 8.37 (1H, s). 
ESI-MS (m/e) = 473 (M+H) + . 

Production Example 114 





r\^C^ ^CH3 
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Preparation of 3-(4-dimethvlamino sulfonvl-phenvl sulphanvlV6-(4H-r 1.2.41 triazol-3-vl sulphanvlVN- 
(thiazol-2"VlV2-pvridinecarboxamide 

The compound of Production Example 114 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridhiecarboxylic acid, 2-amino-thiazole, 4-dimethylaminosulfonyl-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

! H-NMR (CDC1 3 ) 5 : 2.72 (6H, s), 7.02 (1H, d, J = 3.6 Hz), 7.03 (1H, d, J = 8.0 Hz), 7.20 (1H, d, J = 
8.0 Hz), 7.44 (1H, d, J = 3.6 Hz), 7.66 (2H, d, J - 8.4 Hz), 7.78 (2H, d, J - 8.4 Hz), 8.33 (1H, s). 
ESI-MS (m/e) - 520 (M+H) 4 . 

Production Example 115 




Preparation of 3-(5-fluoro-pvridin-3-vl sulphanvlV6-(4H-f 1.2.41 triazol-3-vl suIphanvlVN-ft-methvI- 
f 1 .2.41-miadiazol-5-v0-2-p\nridinecarboxamide 

The compound of Production Example 115 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methy 1-1, 2,4-th iadiazole, 5-fluoro-3-mercapto-pyridine 
and 3-mercapto-l,2,4-triazoIe. 

■H-NMR (CDCI3) 5 : 2.59 (3H, s), 7.02 (1H, d, J = 8.8 Hz), 7.30 (1H, d, J = 8.4 Hz), 7.60-7.75 (1H, 
m), 8.41 (1H, s), 8.50-8.65 (2H, m). 
ESI-MS (m/e) = 447 (M+H)\ 

Production Example 116 
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Preparation of 3-(23-dihvdro-benzofiiran-5-vl sulphanvl)-6-(4H-rL2.41 triazol-3-vl suIphanvI)-N-(3- 
methvl-[ 1 .2.41-tMadiazol-5-vO-2-pvridinerarboxamide 

The compound of Production Example 116 can be produced by the process sentence which followed- 
this the same method as in Production Example 66 using 6-chloro-3-(4-memoxy-phenyImethyl 
sulphanyl)-N-(3-methyl-l,2,4-thiadiazol-5-yl)-2-pyridinecarboxamide obtained using the same method 
as in Production Example 1, 5-iodo-2,3-dmydro-berizofuran and 3-mercapto-l,2,4-triazole. 
'H-NMR (CDC1 3 ) 8 : 2.61 (3H, s), 3.25 (2H, t, J - 8.4 Hz), 4.65 (2H, t, J - 8.4 Hz), 6.85 (1H, d, J - 8.4 
Hz), 7.05 (1H, d, J = 8.4 Hz), 7.06-7.33 (3H, m), 7.78 (1H, dd, J = 2.4, 8.5 Hz), 8.31 (1H, s). 
ESI-MS (m/e) - 470 (M+H)+. 

Production Example 117 



Preparation of 3-(4-methoxv-phenvl sulphanvlV6-(4H-[L2.41 triazol-3-vl sulphanvlVN-fr 1.2.41- 
triazme-3-yQ-2-pvridinecarboxamide 

The compound of Production Example 117 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l,2,4-triazine, 4-methoxy-thiophenol and 3-amino-l,2,4- 
triazole. ( 



'H-NMR (CDCI3) 8 : 3.84 (3H, s), 6.95 (2H, q)J= 8.3 Hz), 7.0 (1H, d, J - 3-8 Hz), 7.17 (1H, d, J - 8.8 
Hz), 7.44 (2H, q, J = 8.8 Hz), 8.40 (1H, s), 8.63 (1H, d, J = 2.4 Hz), 8.96 (1H, d, J = 2.4 Hz). 
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ESI-MS (m/e) = 439 (M+H) + . 
Production Example 118 




Preparation of 3 -f4-carboxv-phenvl sulphanvlV6-f5-methvI-f 1.2,41 triazol-3-vl sulphanvlVN-n- 
methvl-r 1 2 A 1 -thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 118 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridmecarboxylic acid, 5 -amino-3 -methyl- 1,2,4-thiadiazole, 4-carboxy-thiophenol and 3- 
mercapto-5-methyl- 1 ,2,4- triazole. 

'H-NMR (CDC1 3 ) 8 : 2.46 (3H, s), 2.52 (3H, s), 7.00 (1H, q, J = 8.8 Hz), 7.13 (1H, q, J = 8.8 Hz), 7.52 
(2H, d, J - 7.8 Hz), 8.01 (2H, d, J - 8.0 Hz). 
ESI-MS (m/e)= 486 (M+H) + . 

Production Example 119 




Preparation of 3-(6-ethoxv-pvridin-3-vl sulphanvn-6-(4H-[ 1.2.4] triazol-3-vl sulphanvlVN-fpvrazine- 
2-ylV2-pyridinecarboxamide 

The compound of Production Example 119 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-pyrazine, 6-ethoxy-3-mercapto-pyridine and 3-mercapto- 
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1,2,4-triazole. 

'H-NMR (CDCI3) 8 : 1.43 (3H, t, J - 6.9 Hz), 4.41 (2H, q, J = 6.9 Hz), 6.83 (1H, d, J = 8.7 Hz), 7.06 
(1H, d, J = 8.7 Hz), 7.27 (1H, q, J = 8.7 Hz), 7.69 (1H, m), 8.29-8.35 (2H, m), 8.40 (1H, m), 8.42 (1H, 
s), 9.75 (1H, m). 
ESI/MS(m/e) - 453 (M+H) + . 

Production Example 120 



Preparation of 3-(imidazo-ri.2-a1-pyridin-6-vl sulphanviV6-(4H-n.2A| triazol-3-vl sulphanyQ-N-(3- 
methyl-[ 1 .2.4]-miadiazol-5-vl)-2-pvridinecarboxamide 

The compound of Production Example 120 can be produced using the same process as in Production 
Example 66, a process based on this or a combination of these with conventional procedures, using 6- 
chloro-3-(4-methoxy-phenylraethyl sulphanyl)-N-(3-methyl- 1 ,2,4-thiadiazol-5 -y l)-2-pyridine 
carboxamide obtained using the same process as in Production Example 1, 6-iodo-imidazo-[l,2-a]- 
pyridine and 3-mercapto- 1,2,4-triazole. 

*H-NMR (DMSO-d 6 ) 8 = 3.30 (3H, s), 7.10-7.40 (3H, m), 7.60-7.80 (2H, m), 7.97 (1H, s), 8.60-8.80 
(1H, m), 8.93 (1H, s). 
ESI-MS (m/e) = 468 (M+H) + . 

Production Example 121 



Preparation of 3-(2-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanvlVN-(3-methvl- 
T 1 .2 < 41-thiadiazol-5-yn-2-pyridinecarboxamide 
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The compound of Production Example 121 can be produced using the same process as in Production 
Example 1 , a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5 -amino-3 -methyl- 1 ,2,4-thiadiazole, 3-mercapto-2-memyl-pyridine 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.59 (3H, s), 2.62 (3H, s), 6.84 (1H, d, J = 8.8 Hz), 7.20-7.35 (2H, m), 7.80-7.92 
(1H, m), 8.43 (1H, s), 8.60-8.68 (1H, s). 
ESI-MS (m/e)= 443 (M+H) + . 

Production Example 122 



Preparation of 3-(4-methoxv-phenvl sulDhanvlV6-(4H-[ 1.2.4] triazol-3-vl sulphanvlVN-fthiazolo T4.5- 
bl pvridine-2-vl)-2-pvridinecarboxamide 

The compound of Production Example 122 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazolo [4,5-b] pyridine, 4-methoxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 3.88 (3H, s), 7.01 (2H, q, J = 8.3 Hz), 7.03 (1H, d, J = 8.0 Hz), 7.02-7.26 (1H, 
m), 7.50 (2H, d, J = 8.8 Hz), 8.23 (1H, d, J = 8.0 Hz), 8.52 (1H, s), 8.59 (1H, s). - 
ESI-MS (m/e) = 494 (M+H) + . 

Production Example 123 




CH 3 
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Preparation of 3-(5-methvl-pvridin-3-vl sulphanvO-6-(4H-r 1.2.41 triazol-3-vl sulphanvlVN-(3-methvl- 
f 1 ,2.41-miadiazol-5-vlV2-pwidinecarboxamide 

The compound of Production Example 123 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 3-mercapto-5-methyl-pyridine 
and 3-mercapto-l,2,4-triazoIe. 

! H-NMR (CDC1 3 ) 5 : 2.40 (3H, s), 2.60 (3H, 3), 6.99 (1H, d, J= 8.4 Hz), 7.22-7.30(lH, m), 7.71 (1H, 
s), 8.40 (1H, s), 8.55 (2H, m). 
ESI-MS (m/e) - 443 (M+H) + . 

Production Example 124 




Preparation of 3-(4,4-difluoromethyl oxv-phenvl sulphanvIV6-(4H-r 1.2,41 triazol-3-vl sulphanylVN- 
( pyrazine-2-ylV2-pvridinecarboxamide 

The compound of Production Example 124 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-pyrazine, 4,4-difluoromethyl oxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

^-NMR (CDCI3) 8 : 6.62 (1H, t, J = 73 Hz), 7.05 (1H, d, J = 9.0 Hz), 7.20-7.30(3H, m), 7.60 (2H, d, J 
= 8.7 Hz), 8.30-8.43 (2H, m), 8.41 (1H, brs), 9.78 (1H, brs). 
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ESI-MS (m/e) = 474 (M+H) +. 
Production Example 125 




Pr eparation of 3-(6-methvl-pvridin-3-yl sulphanvlV6-(4H-fL2.41 triazol-3-vl sulphanvlVN^l-methvl- 
1 H-f 1 >2Vpvrazol-3-vl)-2-pvridinecarboxamide 

The compound of Production Example 125 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l -methyl- lH-[ 1,2] pyrazole, 3-mercapto-6-methyl- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.64 (3H, s), 3.89(3H, s), 6.91(1H, m) 6.97 (1H, d, J - 8.4 Hz), 7.17-7.36 (3H, 
m), 7.79(1H, m), 8.31 (1H, s), 8.63 (1H, m). 
ESI-MS (m/e) = 425 (M+H) + . 

Production Example 126 




Preparation of 3-(6-hvdr oxvemyl-pvridin-3-vI sulphanvn-6-(4H~r 1.2.41 triazol-3-vl sulphanvlVN-(3- 
meth vl-f 1 .2.41In miadiazol-5-v0-2-p vridinecarboxamide 

The compound of Production Example 126 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 6-hydroxyethyl-3-mercapto- 
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pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCi 3 ) 6 : 2.57 (3H, s), 3.04 (2H, t, J = 6.0H), 3.97 (2H, t, J - 6.0 Hz), 6.98 (1H, d, J = 8.8 
Hz), 7.20 (1H, d, J = 8.8 Hz), 7.30 (1H, d, J = 8.0 Hz), 7.78 (1H, dd, J = 2.4, 8.0 Hz), 8.32 (1H, s), 8.57 
(1H, d, J - 2.4 Hz). 
ESI-MS (m/e) - 473 (M+H) + . 

Production Example 127 



Preparation of 3-(4-fluoro-phenvl sulphanvD-6-(4H-n.2.41 triazol-3-vl sulphanvO-N-( 1 -methyl- 1 H- 
ri,21-pvrazol-3-yn-2-pyridinecarboxamide 

The compound of Production Example 127 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-mercapto- 1 -methyl- lH-[ 1,2] pyrazole, 4-fluoro-thiophenol and 
3 -mercapto- 1 ,2,4-triazole. 

1 H-NMR (CDC1 3 ) S : 3.85 (3H, s), 6.89 (1H, brs), 6.97 (1H, q, J = 8.7 Hz), 7.11-7.21 (3H, m), 7.30 
(1H, d, J = 8.7 Hz), 7.57 (2H, m), 8.35 (1H, s). 
ESI-MS (m/e) = 428 (M+H) + . 

Production Example 128 





Preparation of 3-(2-methyl-imidazo-[l,2-a1-pyridin-6-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
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sulphanvlVN-n-methvl-rh2.41-thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 128 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3 ^methyl- 1 ,2,4-thiadiazole, 6-mercapto-2-methyl- 
imidazo-[l,2-a] pyridine and 3-mercapto-l,2,4-triazole. 

] H-NMR (DMSO-d 6 ) 8 : 2.34 (3H, s), 2.50 (3H, s), 7.10-7.20 (2H, m), 7.28 (1H, d, J - 8.4 Hz), 7.49 
(1H, d, J = 9.2 Hz), 7.70 (1H, s), 8.70 (1H, brs), 8.83 (1H, s). 
ESI-MS (m/e) = 482 (M+H) + . 

Production Example 129 




CH 3 



Preparation of 3-(6-m ethvl-pvridin-3-vl suIphanvn-6-(4H-[h2.41 triazol-3-vl sulphanvlVN-(3- 
hvdroxvmethvH 1 .2.41-thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 129 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 3-mercapto-6-methyl-pyridine 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.59 (3H, s), 4.65 (2H, s), 6.97 (1H, d, J= 8.4 Hz), 7.23 (1H, d, J = 8.4 Hz), 7.26 
(1H, d/j = 7.6 Hz), 7.74 (1H, dd, J = 2.0, 7.6 Hz), 8.34 (1H, s), 8.54 (1H, d, J = 2.0 Hz). 
ESI-MS (m/e) = 459 (M+H) + . 

Production Example 130 
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Preparation of 3^4^2-hvdroxvcthvlVphenvl sulphanvl1-6-(4-methvl-4H-ri.2.41 triazoI-3-vl 

sulphanvlVN^3-methvl-ri.2,4K^^ 

The compound of Production Example 130 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazoIe, 4-hydroxyethyl-thiophenol 
and 3 -mercapto-4-methy 1- 1 ,2 ,4-triazoIe. 

'H-NMR (CDC1 3 ) 8 : 2.61 (3H, s), 2.93 (2H, t, J - 6.4 Hz), 3.72 (3H, s), 3.92 (2H, t, J - 6.4 Hz), 7.06 
(1H, d, J - 8.4 Hz), 7.1 1 (1H, d, J - 8.4 Hz), 7.35 (2H, d, J - 8.0 Hz), 7.47 (2H, d, J = 8.0 Hz), 8.38 
(lH,s). 

ESI-MS (m/e) = 486 (M+H)\ 
Production Example 131 



Preparation of 3-(6-memvI-pyridin-3-vl sulphanvlV6-(5-hvdroxv-4H-ri.2.41 triazol-3-vl sulphanvlVN^ 
( r 3-methvl-ri.2.4Vmiadiazol-5"VlV2-pvridinecarboxarnide 

The compound of Production Example 131 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxyIic acid, 5-amino-3-methyl-thiadiazole, 3-mercapto-6-methyl-pyridine and 
5-hydroxy-3-mercapto- 1 ,2,4-triazole. 




CH 3 
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'H-NMR (DMSO-d 6 ) 5 = 2.53 (3H, s), 2.65(3H, s), 7.13-7.71 (3H, m), 7.84-7.98 (1H, m), 8.43-8.63 
(lH,m). 

ESI-MS (m/e) = 459 (M+H) + . 
Production Example 132 



Preparation of 3 -CI -methyl- lH-indazol-5-vl sulphanvn-6-(4H-r 1.2,4] triazol-3-yl sulphanvlVN-G- 
methvl-rL2.41-thiadiazol-5-vlV2>pvridinecarboxamide 

The compound of Production Example 132 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-mercapto-l,2,4-thiadiazole, 5-mercapto- 1 -methyl- 1 H- 
indazole and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.53 (3H, s), 4.03 (3H, s), 6.87 (1H, d, J = 8.8 Hz), 7.06 (1H, d, J - 8.8 Hz), 
7.39-7.45 (2H, m), 7.94 (2H, m), 8.27 (1H, s). 
ESI-MS (m/e) = 482 (M+H) +. 

Production Example 133 



Preparation of 3-(3-methvl-n.2.41-triazolo-r4.3-a1-pvridin-7-vl sulphanvlV6-(4H-[ 1.2.41 triazol-3-vl 
sulphanvn-N-( r 3-memvl-ri.2.4]-thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 133 can be produced using the same process as in Production 




H 3 cf 
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Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-mercapto- 1 ,2,4-thiadiazole, 7-mercapto-3-methyl- 
[l,2,4]-triazolo- [4,3-a]-pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (DMSO-d 6 ) 8 : 2.49 (3H, s), 2.67 (3H, s), 6.82-6.87 (1H, m), 7.19 (1H, d, J = 8.8 Hz), 7.57 
(1H, d, J - 8.8 Hz), 7.86 (1H, s), 8.35 (1H, d, J = 7.2 Hz), 8.70-8.90 (1H, brs). 
ESI-MS (m/e) = 483 (M+H) +. 

Production Example 134 




CH 3 



Preparation of 3-f l-oxv-6-methyl-pvridin-3-vl sulphanvD-6-f4H-n.2.41 triazol-3-vl sulphanvO-N-f3- 
methyl-[1.2.41-thiadiazol-5-vn-2-pvridinecarboxamide 

The compound of Production Example 134 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-thiadiazole, 3-mercapto-6-methyl-l-oxy- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.58 (3H, s), 2.61 (3H, s), 7.16 (1H, d, J = 8.4 Hz), 7.32 (1H, d, J = 8.4 Hz), 
7.40-7.45 (2H, m), 8.38 (1H, s), 8.43 (1H, brs). 
ESI-MS (m/e) = 459 (M+H)\ 

Production Example 135 




Preparation of 3 -(6-hvdroxymethvl-pvridin-3-vl sulphanvH-6-f4H-[ 1.2,41 triazol-3-vl sulphanvlVN-(3- 
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methvl-f 1 .2.4]-miadiazol-5-vlV2-pvridinecarboxamide 

The compound of Production Example 135 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-anuno-3-methyl-thiadiazole, 6-hydroxymethyl-3-mercapto- 
pyridine and 3-mercapto-l,2,4-triazole. 

! H-NMR (CDC1 3 ) 8 : 2.62 (3H, s), 4.80 (2H, s), 7.01 (1H, d, J = 8.8 Hz), 7.26 (1H, d, J = 8.8 Hz), 7.56 
(1H, d, J = 8.0 Hz), 7.91 (1H, dd, J = 8.0Hz, 1.2 Hz), 8.36 (1H, s), 8.65 (1H, d, J - 1.2 Hz). 
ESI-MS (m/e) - 459 (M+H). 

Production Example 136 



Preparation of 3-(4-methoxv-phenvI sulphanvlV6-(4H-f 1.2.41 triazol-3-vl sulphanvlVN-n-methvl-lH- 
[K2]-pvrazol-3-vl)-2>pvridinecarboxamide 

The compound of Production Example 136 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l -methyl- lH-[ 1,2] pyrazole, 4-methoxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

'H-NMR (CDCI3) 8 : 3.82 (3H, s), 3.83 (3H, s), 6.80 (1H, d, J = 2.4 Hz), 6.93 (1H, d, J = 8.4 Hz), 6.94 
(2H, d; J = 8.8 Hz), 7.08 (1H, d, J = 8.4 Hz), 7.25 (1H, d, J = 2.4 Hz), 7.43 (2H, d, J = 8.8 Hz), 8.32 
(lH,s). 

ESI-MS (m/e) = 440 (M+H) + . 
Production Example 137 
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F 



Preparation of 3-(4-fluoro-phenvl sulphanvlV6-f4H>r 1.2.41 triazol-3-vl sulphanvlVN-nH-fl.2]- 
p\razoI-3-vO-2-pvridinecarboxamide 

The compound of Production Example 137 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichIoro-2-pyridinecarboxylic acid, 3-amino-lH-[l,2] pyrazole, 4-fluoro thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 6.87 (1H, bs), 6.94 (1H, d, J = 8.4 Hz), 7.12-7.18 (3H, m), 7.45-7.53 (3H, m), 
8.30 (1H, s) 

ESI-MS (m/e) = 414 (M+H)*\ 
Production Example 138 




Preparation of 3-(6-methoxv-pyridin-3-vl sulphanvn-6-(4H-n.2.41 triazol-3-vl sulphanvl)-N-(3- 
methyl-r 1 1 2,4]-thiadiazol-5-yn-2-pvridinecarboxamide 

The compound of Production Example 138 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-thiadiazole, 3-mercapto-6-methoxy-pyridine 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 8 : 2.63 (3H, s), 4.00 (3H, s), 6.88 (1H, d, J = 8.7 Hz), 7.07 (1H, d, J - 8.7 Hz), 7.29 
(1H, d, J - 8.7 Hz), 7.70 (1H, dd, J = 8.7, 2.1 Hz), 8.31-8.40 (2H, m). 
ESI-MS (m/e) = 459 (M+H) + . 
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Production Example 139 




Preparation of 3-r4-nH-imidazole-l vni-phenvl sulphanvlV6-r4H-rL2.41 triazol-3-vl sulphanvlVN>n- 
methvl>n^.4]-thiadiazol>5-vn-2-Pvridinecarboxamide 

The compound of Production Example 139 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 5-amino-3-methyl-l,2,4-thiadiazole, 4-(lH~imidazol-l-yl) 
thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 2.57 (3H, s), 7.03 (1H, d, J = 8.8 Hz), 7.16 (2H, brs), 7.31 (1H, brs), 7.48 (1H, d, 
J = 8.4 Hz), 7.65 (2H, d, J = 8.4 Hz), 7.92 (1H, s), 8.32 (1H, s). 
ESI-MS (m/e) = 494 (M+H) + . 

Production Example 140 

^CH 3 

Preparation of 3-(4-m ethoxv-phenvl sulphanvn-6-r4H-fL2.4T triazol-3-vl suIphanvlVN-(lH-fl.2> 
pyrazol-3-vlV2-pyridmecarboxamide 

The compound of Production Example 140 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-lH-[l,2]-pyrazole, 4-methoxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 
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'H-NMR (CDCl 3 ) 5 : 6.86 (1H, d, J - 2.6 Hz), 6.98 (2H, d, J - 8.8 Hz), 6.99 (1H, d, J = 8.8 Hz), 7.17 
(1H, d, J = 8.8 Hz), 7.47 (2H, d, J = 8.8 Hz), 7.50 (1H, d, J = 2.6 Hz), 8.34 (1H, s). 
ESI-MS (m/e) = 426 (M+H) + . 

Production Example 141 



Preparation of 3-(6-methoxv-pvridin-3-vl sulphanylV6-(4H-n.2.4] triazol-3-vl sulphanvlVN-(l- 
methvMH-pvrazol"3-vl)-2-pyridinecarboxamide 

The compound of Production Example 141 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using .3, 6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l-methyl-lH-pyrazole, 3 -mercapto-6-methoxy-pyridine 
and 3-mercapto-l,2,4-triazole. 



'H-NMR (CDCI3) 8 : 3.81 (3H, s), 3.95 (3H, s), 6.76 (1H, d, J = 2.4 Hz), 6.80 (1H, d, J = 8.4 Hz), 6.93 
(1H, d, J - 8.4 Hz), 7.10 (1H, d, J = 8.4 Hz), 7.25 (1H, d, J = 2.4 Hz), 7.65 (1H, dd, J - 8.4Hz, 2.0 Hz), 
8.28 (1H, d, J « 2.0 Hz), 8.36 (1H, s), 10.1 1 (1H, s). 
ESI-MS (m/e) =441 (M+H). 



Preparation of 3-(6-ethoxv-pvridin-3-vl sulphanvD-6-(4H-r 1.2,41 triazol-3-vl sulphanvlVN-d -methyl- 




Production Example 142 
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lH'pvrazol-3-ylV2-pvridinecarboxamide 

The compound of Production Example 142 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using .3, 6- 
dichloro-2-pyridinecarboxylic acid, 3-amino- 1 -methyl- 1 H-pyrazole, 3-mercapto-6-ethoxy-pyridine and 
3-mercapto-l,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 1.43 (3H, t, J = 6.9 Hz), 3.87 (3H, s), 4.42 (2H, q, J = 6.9 Hz), 6.83 (1H, d, J = 
8.7 Hz), 6.93 (1H, d, J = 2.1 Hz), 7.02 (1H, d, J = 8.7 Hz), 7.22 (1H, d, J = 8.7 Hz), 7.32 (1H, d, J = 2.1 
Hz), 7.69 (1H, dd, J = 8.7, 2.4 Hz), 8.25-8.39 (2H, m). 
ESI-MS (m/e) = 455 (M+H) + . 

Production Example 143 




Preparation of 3-(4-me thoxvmethvl-phenvl sulphanvlV6-f4H-r 1.2.41 triazol-3-vl sulphanvlVN-ri- 
methvl-lH-pvrazol-3-vlV2-pvridinecarboxamide 

The compound of Production Example 143 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using .3, 6- 
dichloro-2-pyridinecarboxylic acid, 3-amino- 1 -methyl- 1 H-pyrazole, 4-methoxymethyl-thiophenol and 
3-mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 3.45 (3H, s), 3.82 (3H, s), 4.49 (2H, s), 6.83 (1H, d, J = 2.0 Hz), 6.96 (1H, d, J = 
8.8 Hz), 7.09 (2H, d, J = 8.8 Hz), 7.25 (1H, d, J = 2.0 Hz), 7.40 (2H, d, J = 7.6 Hz), 7.51 (2H, d, J = 7.6 
Hz), 8.31 (1H, s), 10.14 (lH,s). 
ESI-MS (m/e) = 440 (M+H) + . 

Production Example 144 
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Preparation of 3-(4-methoxv-phenvI sulphanvl)-6-f4H-r 1.2,41 triazol-3-vl>sulphanvn-N-f4.S-dimethvl 
thiazol-2-vl)-2-pvridinccarboxamide . 

The compound of Production Example 144 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4,5-dimethyl-thiazoIe, 4-methoxy-thiophenol and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 2.29 (3H, s), 2.33 (3H, s), 3.87 (3H, s), 6.98-7.03 (3H m), 7.21 (1H, d, J - 8.6 
Hz), 7.48 (2H, d, J - 8.6 Hz), 8.29 (1H, s). 
ESI/MS (m/e) - 471 (M+H) + . 

Production Example 145 



Preparation of 3-(4-fIuo ro-phenvl sulphanvlV6-(4.S-dimethvl-4H-r 1.2.41 triazol-3-vl-sulphanvlVN-r4- 
memoxvmethyl-tMazoI-2-vlV2-pvridinecarboxamide 

The compound of Production Example 145 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-methoxymethyl-thiazole, 4-fluoro-thiophenol and 3- 
mercapto-4,5-dimethyl- 1 ,2,4-triazole. 

l H-NMR (CDCI3) 5 : 2.60 (3H, s), 3.47 (3H, s), 3.62 (3H, s), 4.50 (2H, s), 6.93 (1H, s), 6.98 (1H, d, J 
= 8.8 Hz), 7.07 (1H, d, J = 8.8 Hz), 7.16 (2H, dd, J - 8.8, 8.8 Hz), 7.53 (2H, dd, J = 5.2, 8.8H). 
ESI-MS (m/e) - 503 (M+H) + ). 




F 
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Production Example 146 




Preparation of 3 -f4-n-methoxvethvl1 -phenyl sulphanvn-6-(4H-f 1.2.4] triazol-3-vl-sulphanvn-N- 
(thiazol-2-vlV2-pvridinecarboxamidc 

The compound of Production Example 146 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-(l-methoxyethyl)-thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 1.27 (3H, d, J = 6.4 Hz), 3.30 (3H, s), 4.36 (1H, d, J = 6.4 Hz), 7.03 (1H, d, J - 
3.6 Hz), 7.05 (1H, d, J = 8.8 Hz), 7.23 (1H, d, J = 8.8 Hz), 7.41 (2H, d, J - 8.0 Hz), 7.47 (1H, d, J = 3.6 
Hz), 7.54 (2H, d, J = 8.0 Hz), 8.35 (1H, s). 
ESI-MS (m/e) - 471 (M+H) + . 

Production Example 147 



Preparation of 3-(4-fluoro-phenvl sulphanvH-6-(4H-f 1.2.4) triazol-3-vl-sulphanvn-N-(4- 
hvdroxvmethvl-thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 147 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-hydroxymethyl-thiazole, 4-fluoro-thiophenol and 3- 
mercapto-1 ,2,4-triazoIe. 



'H-NMR (CDCI3) 8 : 4.60 (2H, s), 6.84 (1H, s), 6.93 (1H, d, J = 8.8 Hz), 7.06-7.16 (3H, m), 7.40-7.60 
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(2H,m), 8.31 (1H, s). 
ESI-MS (m/e) =461 (M+H) + . 

Production Example 148 




0 

Preparation of 3-(4-methoxv-phenvl sulphanvl)-6-(4H-f 1,2.41 triazol-3-vl-suIphamvlVN-r5- 
trifluoromethyl miazol-2-ylV2-pvridinecarboxamide 

The compound of Production Example 148 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-5-trifluoromemyl-thiazole, 4-methoxy-thiophenoI and 3- 
mercapto-1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 5 : 3.86 (3H, s), 6.97-7.05 (3H, m), 7.22-7.27 (1H, m), 7.47 (2H, d, J = 8.8 Hz), 7.80 
(1H, s), 8.39 (1H, s). 
ESI-MS (m/e) = 509 (M-H)-. 

Production Example 149 




Preparation o f 3-(4-methoxv-phenvl sulphanvH-6-r 4H-f 1 .2.41 triazoI-3-vl-surphanvlVN-(4- 
trifluoromethvl thiazol-2-vn-2-pyridinecarboxamide 

The compound of Production Example 149 is produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-4-trifluoromethyl-thiazole, 4-methoxy-thiophenol and 3- 
mercapto- 1 ,2,4-triazole. 

■H-NMR (CDCI3) 8 : 3.85 (3H, s), 6.96-7.00 (3H, m), 7.17 (1H, d, J = 8.0 Hz), 7.44-7.47 (3H, m), 8.37 
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(1H, s) 

ESI-MS(m/e) = 511 (M+H) + . 



Production Example 150 




F 



Preparation of 3-(3-fluoro-4-methoxv-phenvl sulphanvlV6-(4H-r 1,2.4) triazol-3-vl-sulphanvlVN- 
(tmazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 150 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 3-fluoro-4-methoxy-thiophenol and 3-mercapto- 
1,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 3,95 (3H, s), 7.01-7.06 (3H, m), 7.23-7.32 (3H, m), 7.47 (1H, d, J = 4.0 Hz), 8.32 
(lH,s). 

ESI-MS (m/e) = 461 (M+H). 
Production Example 151 



Preparation of 3 -14-(U\ -dimethyl- 1 -hvdroxvmethvD-phenvl suIphanvll-6-(4H-[L2,41 triazol-3-vl- 
sulphanvn-N-(thiazol-2-vlV2-pvridinecarboxamide 

The compound of Production Example 151 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
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dichloro-2-pyridinecarboxylic acid, 2-amino-thiazole, 4-(l,l-dimethyl-l-hydroxymethyl)-thiophenol 
and 3-mercapto-l ,2,4-triazole. 

'H-NMR (CDCI3) 5 : 1.63 (6H, s), 6.99-7.03 (2H, m), 7.18 (1H, d, J = 8.4 Hz), 7.39 (1H, d, J - 3.6 
Hz), 7.51 (2H, d, J = 8.4 Hz), 7.58 (2H, d, J = 8.4 Hz), 8.30 (1H, s). 
ESI-MS (m/e) = 471 (M+H) + . 

Production Example 152 



Preparation of 3-f3.4-difluoro-phenvl sulphanvlV6-(4H-rL2.41 triazol-3-yl sulphanvn-N-fl-methvI- 
lH-n,21-pvrazol-3-vlV2-pvridinecarboxamide 

The compound of Production Example 152 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l -methyl- lH-[ 1,2] pyrazole, 3,4-difluoro-thiophenol and 
3-mercapto- 1 ,2,4-triazole. 

'H-NMR (CDC1 3 ) 8 : 3.84 (3H, s), 6.82 (1H, d, J = 2.0 Hz), 6.94 (1H, d, J - 8.8 Hz), 7.15 (1H, d, J = 
8.8 Hz), 7.20-7.41 (4H, m), 8.33 (1H, s). 
ESI-MS (m/e) = 446 (M+H) + . 

Production Example 153 



Preparation of 3-(3,5-difluoro-phenyl sulphanvlV6-(4H-r 1.2.41 triazol-3-vl sulphanvn-N-fl-methvl- 
1HJ1 .2]-pvrazol-3-yn-2-pvridinecarboxamide 

The compound of Production Example 153 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l-methyl-lH-[l,2] pyrazole, 3,5-difluoro-thiophenol and 
3-mercapto- 1 ,2,4-triazole. 
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'H-NMR (CDCI3) 8 : 3.81 (3H, s), 6.81 (1H, d, J = 2.8Hz), 6.83-6.90 (1H, m), 7.04-7.06 (2H, m), 7.16 
(1H, d, J - 8.8 Hz), 7.27 (1H, d, J = 2.8 Hz), 8.27 (1H, s). 
ESI-MS (m/e) = 446 (M+H) + . 

Production Example 154 




Preparation of 3-(l-methvl-2-oxo-2.3-dihvdro-lH-indol-S-vl sulphanvl)-6-(4H-r 1.2,4) triazol-3-vl 
subhanvn-N-n-methvl-lH-ri.21-pvrazol-3>vn-2-pvridinecarboxamide 

The compound of Production Example 154 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3 -amino- 1 -methyl- lH-[ 1,2] pyrazole, 5-mercapto-l -methyl- 1,3- 
dihydroindole-2-one and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 5 : 3.15 (3H, s), 3.48 (2H, s), 3.76 (3H, s), 6.75 (1H, d, J - 2.4 Hz), 6.83 (1H, d, J = 
8.0 Hz), 6.88 (1H, d, J = 8.8 Hz), 7.02 (1H, d, J - 8.8 Hz), 7,23 (1H, d, J - 2.4 Hz), 7.31 (1H, d, J = 1.6 
Hz), 7.41 (1H, dd, J = 8.0, 1.6 Hz), 8.22 (1H, s). 
ESI-MS (m/e) = 479 (M+H) + . 

Production Example 155 




Preparation of 3-(6-methvl-pvridine-3-sulphanvlV6-(4H-rL2.41 triazol-3-vl sulphanvl)-N-rr 1.2.41 
triazolopvridine-2-vlV2-pvridinecarboxamide 

The compound of Production Example 155 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 2-amino-[ 1,2,4] triazolopyridine, 3-mercapto-6-methyl-pyridine 
and 3-mercapto-l,2,4-triazole. 
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'H-NMR (CDCI3) 8 : 2.58 (3H, s), 6.93 (1H, d, J = 8.8 Hz), 7.01 (1H, t, J - 6.4 Hz), 7.16 (1H, d, J = 
8.8 Hz), 7.24 (1H, d, J = 8.0 Hz), 7.51-7.60 (2H, m), 7.73 (1H, dd, J = 8.0, 2.4 Hz), 8.32 (1H, s), 8.53 
(1H, s), 8.60 (1H, d,J = 6.4 Hz). 
ESI-MS (m/e) - 462 (M+H) + . 

Production Example 156 




Preparation of 3-(4-ethoxv methvl-phenvl sulphanvn-6-(4H-ri.2.41 triazol-3-vl sulphanvlVN-n- 
methyl- 1 H-fl < 2]-pyrazol-3-yn-2-pvridinecarboxamide 

The compound of Production Example 156 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l-methyMH-[l,2] pyrazole, 4-ethoxymethyl-thiophenol 
and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) S : 1.28 (3H, t, J = 6.8 Hz), 3.60 (2H, q, J = 6.8 Hz), 3.83 (3H, s), 4.54 (2H, s), 6.85 
(1H, d, J = 2.0 Hz), 6.98 (1H, d, J = 8.8 Hz), 7.10 (1H, d, J = 8.8 Hz), 7.26 (1H, d, J = 2.0 Hz), 7.41 
(2H, d, J = 8.0 Hz), 7.51 (2H, d, J = 8.0 Hz), 8.31 (1H, s). 
ESI-MS (m/e) = 468 (M+H) + . 

Production Example 157 




Preparation of 3-(6-oxo-1.6-dihvdro-pvridin-3-vl suIphanvn-6-(4H-fl .2.41 triazol-3-vl sulphanvlVN- 
( 1 -methyl- 1 H-f 1 ,21-pvrazol-3 -vlV2-pvridinecarboxamide 

The compound of Production Example 157 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l -methyl- lH-[ 1,2] pyrazole, 3-mercapto-6-methoxy- 
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pyridine and 3-mercapto-l,2,4-triazole. 

' 'H-NMR (CDCI3) 8 : 3.86 (3H, s), 6.63 (1H, d, J = 9.3 Hz), 6.85 (1H, d, J = 2.1 Hz), 7.21 (1H, d, J = 
9.0 Hz), 7.27 (1H, d, J = 9.0 Hz), 7.33 (1H, m), 7.45 (1H, brd, J = 9.3 Hz), 7.58 (1H, d, J = 2.1 Hz), 
8.35 (1H, s). 

ESI-MS (m/e) = 427 (M+H) + . 
Production Example 158 




Preparation of 3-f6-methoxv-pvridin-3-yl sulphanvlV6-(4H-fl.2.41 triazol-3-vI sulphanvlVN-aH- 
rL21-pvrazol-3-vl)-2-pyridmecarboxamide 

The compound of Production Example 158 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l-methyl-lH-[l,2] pyrazole, 3-mercapto-6-methoxy- 
pyridine and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3 S = 4.00 (3H, s), 6.84-6.94 (2H, m), 7.02 (1H, d, J = 9.0 Hz), 7.22 (1H, d, J - 9.0 
Hz), 7.52 (1H, m), 7.70 (1H, m), 8.31-8.40 (2H, m). 
ESI-MS (m/e) = 427 (M+H)\ 

Production Example 159 




Preparation of 3-(4-hvdroxvethyl oxv-phenvl sulphanvlV6-(4-methvl-4H-r 1.2.41 triazol-3-vl 
sulphanvl >N-( 1 -methyl- 1 H-f 1 2 1 -pyrazol-3-vlV2-pvridinecarboxamide 

The compound of Production Example 158 can be produced using the same process as in Production 
Example 1, a process based on this or a combination of these with conventional procedures, using 3,6- 
dichloro-2-pyridinecarboxylic acid, 3-amino-l-methyI-lH-[l,2] pyrazole, 4-hydroxyethyl oxy- 
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thiophenol and 3-mercapto-l,2,4-triazole. 

'H-NMR (CDCI3) 5 : 3.73 (3H, s), 3.85 (3H, s), 4.00 (2H, m), 4.13 (2H, m), 6.87 (1H, d, J = 2.1 Hz), 
6.95-7.06 (3H m), 7.34-7.31 (2H, m), 7.46 (2H, d, J = 8.7 Hz), 8.41 (1H, s). 
ESI-MS (m/e)= 484[M+H]+. 

Below a process for the production of the compound used in preparation of the compound in 
accordance with this invention is described as Reference Example 1-6. 

Reference Example 1 



N — N 

Preparation of 5-methoxvmethvl-3-mercaDto-L2.4-triazole 

Methoxyacetyl chloride 2.82 g (0.023 mole) were added to pyridine solution (15 ml) of 
thiosemicarbazide 2.09 g (0.0230 mole) and stirred at room temperature twenty-four hours. The 
reaction solution was concentrated, and methanol (10 ml), methanol solution (8 ml) of sodium 
methoxide of 25 wt% were added, and it was heated under reflux twenty-four hours. It was cooled to 
room temperature, and next the solvent was eliminated by distillation, and concentrated hydrochloric 
acid was added, and it was acidified. The precipitated solid was washed with distilled water after 
filtration, and it was dried, and the title compound 1.0 g (yield 33 %) was obtained. 
'H-NMR (DMSO) 5 - 3.24 (3H, s), 4.29 (2H, s). 
ESI-MS (m/e) = 146 (M+H) + . 

Reference Example 2 ...r~ 



Preparation of 2-amino-4-methoxvmethylthiazole 

Thiourea 8.06 g (106 mmol) was added to dimethoxyethane solution (120 ml) of dichloroacetone 13.4 
g (106 mmol) and was stirred at 55°C for three hours. The reaction liquor was concentrated, and 
methanol (200 ml) and magnesium sulfate 15.1 g (125 mmol) were added to the obtained white solid, 
and the mixture was heated under reflux for three days. The reaction mixture was filtered with cellite, 
and the filtrate was concentrated, and thereafter it was partitioned with chloroform and saturated 
aqueous sodium bicarbonate solution. The organic layer was dried, and, after concentration, title 
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compound 6.59 g (yield = 43 %) was obtained as yellow solid by refining the obtained residue by 
crystallization, and silica gel column chromatography (ethyl acetate) and mixed solvent of hexane- 
acetic acid ethyl ester (4:1). 

'H-NMR (CDC1 3 ) d : 3.44 (3H, s), 4.34 (2H, s), 6.45 (1H, s). 
ESI-MS (m/e) = 145 (M+H)*. 

Reference Example 3 



Preparation of 4-acetvl-2-aminothiazole 

N,0-dimethyl hydroxyamine hydrochloride 660 mg (6.77 mmol), triethylamine 1.40 ml (9.96 mmol), 
N-hydroxybenzotriazole hydrate 1.10 g (8.14 mmol) and l-(3-dimemylaminopropyl)-3-ethyl 
carbodiimide hydrochloride 1.60 g (8.35 mmol) were added successively to N,N-dimethylformamide 
solution (30 ml) of 2-(tert-butyloxycarbonyl amino)-4-carboxy thiazole 1.30 g (5.14 mmol), and 
thereafter, it was stirred at room temperature for five days. The reaction liquor was concentrated, and 
ethyl acetate was added to the residue, and it was washed with IN hydrochloric acid aqueous solution 
water, and saturated sodium chloride aqueous solution, dried, and concentrated under reduced 
pressure, and amide compound 1.35 g (yield « 91 %) was obtained as an oily substance. 

Tetrahydrofuran solution (40 ml) of the obtained amide compound 920 mg (3.20 mmol) was cooled in 
78 degrees, and methyl lithium diethyl ether solution 18.0 ml (18.0 mmol) was added, and the mixture 
was stirred for seven hours. Ammonium chloride saturated aqueous solution was added to the reaction 
liquid and the liquid extracted with ethyl acetate. The organic layer was washed with water, and 
thereafter, it was dried, and it was concentrated, and the acetyl compound 666 mg (yield = 86 %) was 
obtained as an oily substance. 

Trifluoroacetic acid 5 ml was added to chloroform solution (10 ml) of the obtained acetyl compound, 
and it was stirred at room temperature for one hour and a half. The reaction liquor was concentrated, 
and it was neutralized with saturated aqueous sodium bicarbonate solution, and it was separated by 
filtration, and the title compound 149 mg (yield = 59 %) was obtained as a white solid. 




0 



H-NMR (CDCI3) 5 : 2.48 (3H, s), 7.35 (1H, s). 
ESI-MS (m/e) - 143 (M+H) + . 
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Reference Example 4 

Preparation of 4-methvlsulfonvl benzene thiol 

(The source text has a major editing error which has been corrected) 



S 




35 % aqueous hydrogen peroxide 18 ml and methyl trioxo rhenium 180 mg (0.72 mmol) were added to 
chloroform solution (150 ml) of 4-methylthio phenol 5.0 g (36 mmol), under ice cooling, and 
thereafter, it was stirred at room temperature for 30 minutes. Manganese dioxide was added under ice 
cooling to the reaction liquor and was stirred at room temperature for four hours, and thereafter, 
saturated aqueous sodium chloride solution was added, and extraction with chloroform was carried out 
The organic layer was washed with saturated aqueous sodium chloride solution, and thereafter, it was 
dried, and it was concentrated, and 4-methylsulphonylphenol 5.0 g (yield = 81 %) was obtained as a 
white solid. 

l,4-diazabicyclo[2.2.2] octane 6.5 g (58 mmol) and dimethyl thiocarbamoyl chloride 5.4 g (44 mmol) 
were added to N,N-dimethylformamide solution (100 ml) of the obtained 4-methylsulfonyl phenol 5.0 
g (29 mmol), and thereafter, were stirred at 75°C for four hours. Water was added to the reaction liquid 
and the liquid extracted with ethyl acetate, and the organic layer was washed with water, saturated 
aqueous sodium bicarbonate solution, saturated aqueous sodium chloride solution. After drying and 
concentrating, the obtained residue was recrystallised from mixed solvent of hexane-chlorofbrm, and 
O-4-methylsulfonyl phenyl dimethyl thio carbamate 4.8 g (yield = 63 %) was obtained as white solid. 
The obtained O-4-methylsulfonyl phenyl dimethyl thio carbamate 4.8 g (18 mmol) was stirred at 
180°C for ten hours, and it was returned to room temperature, and thereafter, methanol 10 ml were 
added. 2N-sodium hydroxide aqueous solution (10 ml) was added to the reaction solution thereof and 
was heated under reflux for eight hours 30 minutes. IN hydrochloric acid aqueous solution was added 
to the reaction solution, extraction was carried out with ethyl acetate, and the organic layer was washed 
with saturated aqueous sodium chloride solution. The residue obtained after drying and concentration 
was refined using silica gel column chromatography (hexane : ethyl acetate = 2:1 -chloroform: 
methanol = 10:1) and the title compound 3.6 g (yield = 100 %) was obtained as white solid. 
] H-NMR (CDC1 3 ) d : 3.04 (3H, s), 3.69 (1H, s), 7.63 (2H, d, J = 7.6 Hz), 7.87 (2H, d, J = 7.6 Hz). 
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Reference Example 5 

S 




I 

Preparation of 4-dimethylcarbamoyl benzene thiol 

Carbonyldiimidazole 1.50 g (6.77 mmol) and tetrahydrofuran solution 4.70 ml (8.35 mmol) of 
dimethylamine were added successively to tetrahydrofuran solution (50 ml) of 4-methylthio benzoic 
acid 1.30 g (5.14 mmol), and thereafter, it was stirred at room temperature for two hours and a half. 
Acetic acid ethyl ester was added to the reaction solution and it was washed with IN hydrochloric acid 
aqueous solution, water and saturated aqueous sodium chloride solution. The organic layer was dried, 
and it was concentrated, and amide compound 960 mg of crude product was obtained as an oily 
substance. 

3-chloroperbenzoic acid 980 mg (4.90 mmol) was added slowly at room temperature to chloroform 
solution (50 ml) of the obtained amide compound, and it was stirred for one hour. Saturated sodium 
hydrogen carbonate aqueous solution was added to the reaction solution and it was stirred for 30 
minutes, and thereafter, it was extracted with ethyl acetate, and the organic layer was washed with 
water and saturated aqueous sodium chloride solution. It was dried, and it was concentrated, and 
sulfoxide compound 910 mg of crude product was obtained as an oily substance. 

2,6-lutidine 1.56 ml (13.4 mmol) and trifluoroacetic acid anhydride 1.80 ml (12.9 mmol) were added 
successively to a chloroform solution (20 ml) of the obtained sulfoxide compound, and it was stirred at 
room temperature for one hour. The reaction solution was concentrated, and triethylamine 5 ml and 
methanol 5 ml were added and the mixture was stirred for 30 minutes. The reaction solution was 
concentrated, and diethyl ether was added to the obtained residue and was washed with IN 
hydrochloric acid aqueous solution, saturated aqueous sodium bicarbonate solution. The organic layer 
was dried, and it was concentrated, and the title compound 487 mg (yield = 62 %) was obtained as an 
orange oil. 

Wherein, it was used in the next reaction without refining the obtained crude product. 
'H-NMR (CDC1 3 ) 8 : 3.03 (3H, s), 3.14 (3H, s), 7.22-7.38 (3H, m), 7.46-7.52 (1H, m). 
ESI-MS (m/e) = 182[M+H]+. 
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Reference Example 6 

S 




i 

Preparation of 4-dimethylaminoethvl oxv-benzene thiol 

Dimethylaminoethyl chloride hydrochloride 2.40 g (17.1 mmol) and potassium carbonate 5.83 g (42.2 
mmol) were added successively to N,N-dimethylformamide solution (70 ml) of 4-iodophenol 3.00 g 
(13.6 mmol), and were stirred at 70°C for 15 hours. The reaction liquor was diluted with water and 
extraction was carried out with ethyl acetate. The organic layer was washed with water and saturated 
aqueous sodium chloride solution, and thereafter, it was dried, and it was concentrated. By refining the 
obtained residue with silica gel column chromatography (chloroform : methanol = 30 : 1), iodo 
derivative 840 mg (yield = 21 %) was obtained as oily substance. Ethylene glycol 120 u,l (2.15 mmol), 
potassium carbonate 305 mg (2.21 mmol), 4-methoxy-ct toluene thiol 150 u.1 (1.08 mmol) and copper 
iodide 20 mg (0.105 mmol) were added to 2-propanol solution (8 ml) of the obtained iodo derivative 
317mg (1.08 mmol), and the reaction liquor was heated under reflux for 40 hours. The reaction liquor 
was filtered with celite, and thereafter, filtrate was partitioned with chloroform and saturated aqueous 
sodium chloride solution. The organic layer was dried, and concentrated under reduced pressure, and 
anisole (180 microlitres) and trifluoroacetic acid (1.5 ml) were added to successively to the obtained 
oily substance 298 mg, and thereafter, it was stirred at 70°C for two hours. The reaction liquor was 
concentrated and was used in the next reaction without refining the obtained crude product. 

ESI-MS~(m/e) = 198 (M+H) + . 

Possible Applications in Industry 

Novel 2-pyridinecarboxamide derivative represented by formula (1) in accordance with this invention 
is useful in therapy and/or prevention of obesity or diabetes mellitus and diabetes mellitus complication 
in a sphere of drug by showing excellent glucokinase activity. 
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Patent Claims 



1. A compound represented by formula (1) or pharmacologically acceptable salts thereof 




o 



ring A 



rineB 



[wherein, XI denotes N, S or O, or divalent saturated hydrocarbon group of carbon number 1-6 (when 
carbon number of said divalent saturated hydrocarbon group is 2 or more, one of carbon atom in said 
divalent saturated hydrocarbon group may be substituted by nitrogen atom, oxygen atom or sulfur 
atom), Rl denotes 6-10 membered aryl group, 5-10 membered heteroaryl group, cycloalkyl group of 
carbon number 3-7 or lower alkyl group {the said Rl may have, on Rl, one or two groups selected 
from the group comprising amino group, lower alkyl group (hydrogen atom of lower alkyl group may 
be substituted by hydroxy group, lower alkoxy group, halogen atom, carbamoyl group, mono or di- 
lower alkyl carbamoyl group, carboxyl group, alkoxy carbonyl group, alkanoyl group, amino group or 
mono or di-lower alkyl amino group), lower alkoxy group (hydrogen atom of methyl group or 
methylene group composing said lower alkoxy group may be substituted by hydroxy group, halogen 
atom, carbamoyl group, mono or di-lower alkyl carbamoyl group, carboxyl group, alkoxycarbonyl 
group, alkanoyl group, amino group or mono or di-lower alkyl amino group), carbamoyl group, lower 
alkyl carbamoyl group, dilower alkyl carbamoyl group, carbamoyl amino group, carbamoyloxy group, 
carboxyl group, cyano group, sulphamoyl group, trifluoromethyl groiup, halogen atom, hydroxy group, 
formyl group, C2-C6-aIkanoyl group, N-C2-C6-alkanoyl amino group, Cl-C6-alkylthio group, N-Cl- 
C6-alkyI sulphamoyl group, N,N-di-Cl-C6-alkyl sulphamoyl group, Cl-C6-alkyl sulphinyl group, CI- 
C6-alkyIsulfonyl group, N-Cl-C6-alkylsulfonyl amino group, Cl-C6-alkoxycarbonyl group, N-Cl-6 
alkylamino group and N,N-di-Cl-C6-alkylamino group}, D denotes O or S, R2 and R3 may be the 
same or different and denote hydrogen atom, lower alkyl group, lower alkoxy group, halogen atom, 



formula (II) 



rine A 




(ID 
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shows 5-7 membered heteroaryl group or 6-10 membered aryl group which may have on the said ring, 
1 or 2 group selected from the group comprising lower alkyl group, lower alkoxy group, 
trifluoromethyl group, hydroxy group, hydroxyalkyl group (hydrogen atom of hydroxy group in the 
said hydroxyalkyl group may be further substituted by lower alkyl group) and halogen atom, and 
formula (01) 



shows monocyclic or polycyclic heteroaryl group wherein carbon atom in the said ring bonded to 
nitrogen atom of the amide group contained in formula (1) forms ON with nitrogen atom in the said 
ring {the said heteroaryl group may have in B ring, 1 or 2 substituent selected from the group 
comprising lower alkyl group, lower alkoxy group, halogen atom, trifluoromethyl group, hydroxyalkyl 
group (hydrogen atom of hydroxy group in the said hydroxyalkyl group may be further substituted by 
lower alkyl group), amino (the said amino group may be substituted by lower alkyl group), alkanoyl 
group, carboxyl group, alkoxycarbonyl group and cyano group}]. 

2. A compound in accordance with Claim 1, wherein D is S. 

3. A compound in accordance with any of Claim 1 or 2, wherein R2 and R3 are both hydrogen atoms. 

4. A compound in accordance with any of Claims 1-3, wherein A ring is phenyl group, isothiazolyl 
group, imidazolyl group, oxazolyl group, thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl 
group, pyridyl group, pyrimidinyl group, furyl group, thiazolyl group, isoxazolyl group or pyrazolyl 
group that which may have 1 or 2 group selected from the group comprising lower alkyl group, lower 
alkoxy group, trifluoromethyl group, hydroxy group, hydroxyalkyl group (hydrogen atom of hydroxy 
group in the said hydroxyalkyl group may be further substituted by lower alkyl group) and halogen 
atom on the said ring. 

5. A compound in accordance with any of Claims 1-4, wherein XI is a group selected from the group 
t comprising nitrogen atom, sulfur atom, oxygen atom, -CH2-, -N-CH2-, -S-CH2-, -0-CH2-, -CH2-N-, - 

CH2-0- and -CH2-S-. 




rine B 



OH) 
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6. A compound in accordance with any of Claims 1-5, wherein B ring is 5-6 membered heteroaryl 
group having at least one nitrogen atom of ON composing said ring as heteroatom of said ring or 9-10 
membered heteroaryl group in which said heteroaryl group and phenyl group or pyridyl group are 
condensed. 

7. A compound in accordance with any of Claims 1 to 6, wherein Rl is 6-10 membered aryl group, 5- 
10 membered heteroaryl group or cycloalkyl group of carbon number 3-7. 

8. A compound in accordance with any of Claims 1 to 6, wherein Rl is 6-10 membered aryl group or 
5-10 membered heteroaryl group. 

9. A compound in accordance with any of Claims 1-6, wherein Rl is 6-10 membered aryl group. 

10. A compound in accordance with any of Claims 1-6, wherein Rl is 5-10 membered heteroaryl 
group. 

11. A compound in accordance with Claim 9 or 10, wherein substituent of A ring is hydrogen atom, 
lower alkyi group, lower alkoxy group, hydroxy group or hydroxy lower alkyl group (hydrogen atom 
of hydroxy group in hydroxy lower alkyl group may be further substituted by lower alkyl group). 

12. A compound in accordance with any of Claims 9 to 11, wherein B ring is thiazolyl group, 
imidazolyl group, isothiazolyl group, thiadiazolyl group, triazolyl group, oxazolyl group, isoxazolyl 
group, pyrazinyl group, pyridyl group, pyridazinyl group, pyrazolyl group, pyrimidinyl group, pyrido 
thiazolyl group or benzothiazolyl group. 

13. A compound in accordance with any of Claims 1-10, wherein substituent of B ring is hydrogen 
atom, lower alkyl group, halogen atom, hydroxyalkyl group, amino alkyl group or alkanoyl group. 

14. A compound in accordance with any of Claims 9 to 12, wherein substituent of Rl is hydrogen 
atom, hydroxyalkyl group, lower alkyl group, lower alkoxy group, carbamoyl group, alkylcarbamoyl 
group, dialkyl carbamoyl group, cyano group, trifluoromethyl group, halogen atom, 2-6C alkanoyl 
group, N-C2-C6 alkanoyl amino group, C1-C6- alkylsulfonyi group, C1-C6- alkylamino group or 
amino alkyl group. 
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15. A compound in accordance with any of Claims 1 to 14 or pharmacologically acceptable salts 
thereof, wherein the compound represented by aforesaid formula (1) 



(each symbol has the same the aforesaid definitions) is 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl)-N-(thiazol-2-yl)-2 -pyridine carboxamide, 
3-(4-fmoro-phenyI sulphanyl)«6-(4-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-memyl-thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyI sulphany l)-6-( 1 -methyl-imidazol-2-yl-sulphanyl)-N-(4-methy l-thiazol-2-y l)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(l-memyl-lH-tetrazol-5-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(cy clohexy 1 sulphany l)-6-(4H-[ 1 ,2 ,4] triazolO-yl-sulphanyl)-N-(4-methyl-tmazol'2-yl)-2-pyridine 
carboxamide, 

3-(4-fluoro-phenyl sulphanyI)-6-(4H-[ 1,2,4] tria2ol-3-yl-sulphanyl)-N-(thiazo]-2-yl)-2-pyridine 
carboxamide, 

3-(tmazol-2-yl-sulphanyl)-6-(4H-^^ 
carboxamide, 

3-(2-fiuoro-phenyl sulphanyl)-6-(4H-[ 1 ,2 ,4]-triazol-3-y 1-sulphany l)-N-(tWazol-2-yl)-2-pyridine 
carboxamide, 

3-phenyl sulphanyl-6-(4H-[ 1 ,2,4]-triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-fluoro-phenyloxy)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl>N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-methoxy-phenylmethyl sulphany l)-6-(4-methyl-4H-[ 1,2 ,4] triazoW-yl-sulphanyl)-N-(thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(3-fluoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(2,4-difluoro-phenyl sulphany l)-6-(4H-[ 1,2,4] triazolO-yl-sidphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 



ring A 




rine B 



(0 



©Rising Sun Communications Ltd. 



http ://www. risingsun. co. uk 



WO04/81001 m Caution : Translation Standard 

is Post-Edited Machine Translation Standard 

3-(4-fluoro-phenyl sulphanyl)-6-(5-methyl-4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-cyano-phenyI sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(pyridine-4-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(to^ 
carboxamide, 

3-(4-fLuoro-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl>N-(thiazolo [5,4-b] pyridine-2-yl)- 

2- pyridine carboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxyme%l-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-acetyl-phenyI sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(thiophen-2-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(toiaz^^ 
carboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fmoro-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazolo [5,4-b] 
pyridine-2-yl)-2-pyridine carboxamide, 

3-(4-methyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-memoxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-chloro-phenyl sulphanyl)-6-(4H-[ 1,2,41 triazoI-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(3H-[l,2,3] triazol-4-yl-sulphanyl)-N-(^ 
carboxamide, 

3-(4-methylsulfonyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yi-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazole-3-yl-sulphanyl)-N-(5-hyo^oxymethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3 -(4«fluoro-pheny 1 sulphanyl)-6-(5-memoxymethyl-4H-[ 1 ,2,4] triazol-3-yl-sulphany])-N-(thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol.3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 
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3-(4-trifluoromethyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methylcarbamoyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(hydroxyethyl oxy-phenyl su!phanyl)-6-(4H-[ 1 ,2,4] triazol-3-yI-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl suIphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(5-dimethylamino methyl- 
thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-dimethylaminoethy! oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI-sulphanyl)-N-(thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (4-hydroxyethyl-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-methyl sulphamoyl-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl~sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yI)-2- 
pyridine carboxamide, 

3-(4-hydroxy-cyclohexy 1 sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sdphanyl)-N-(truazol-2-yl>2-pyridine 
carboxamide, 

3-(4-fluoro-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(pyridazine-3-yl)-2-pyridine 
carboxamide, 

3-(pyrazine-2-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl>N-(miazol-2-yl)-2-pyridine 
carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(pyrazine-2-yl>2- 
pyridine carboxamide, 

3-(6-methyi-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methyI-thiazol-2-yl)- 

2- pyridine carboxamide, 

3- [4-(l-hydroxyethyl-phenyi sulphanyl)]-6-(4H-[ 1,2,4) triazol-3-yl-sulphanyl)-N-(thiazoI-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI-sulphanyl)-N-(2-methyl-thiazol-4-yl)- 

2- pyridine carboxamide, 

3- (4-dimethylcarbamoyl-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(2-methyl-thiazol- 

4- yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl- 
thiazol-2-yl)-2-pyridine carboxamide, 
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3-(l-methyl-lH-tetrazol-5-yl-sulphanyl).6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yl>2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl su!phanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3- 
yI)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6--phenoxy-N-(4-methyl-thiazol-2-yl)-2-pyridine carboxamide, 
3-(2-chloro-phenylmethyl-amino)-6-(4-methyl-4H-[l,2,4] triazol-3-yl-sulphanyI)-N-(4-methyl-thiazol- 

2- yl)-2-pyridine carboxamide, 

3,6-bis (pyridine-2-yl-sulphanyl)-N-(4-metty^ carboxamide, 
3,6-bis-(4-fluoro-phenyl sulphanyl)-N-(4-methyl-thiazol-2-yl)-2-pyridine carboxamide, 
3,6-bis-(thiazol-2-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3,6-bis-(5-methyl-[l,3,4] thiadiazol-2-yl-sulphanyl)-N-(tMazol-2-yi)-2-pyridine carboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyI)-N-(5 -methyl- thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(isoxazol-3-yl)-2-pyridine 
carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] tiiazol-3-yl-sulphanyl)-N-([l,3,4] thiadiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-([l,2,4].thiadiazol-5-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6~(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl carbonyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-suIphanyl)-N-(pyrimidine-4-yl)-2-pyridine 
carboxamide, 

3-(4-methoxy-phenyl sulphariyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(pyridine-2-yl)-2-pyridine 
carboxamide, 

3-(4-methoxy-pheny 1 sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl).N-(5-ethoxycarbonyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(pyridine-3-yl-suIphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(tm 
carboxamide, 

3-(6-methoxy-pyridine-3-yl-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazoI-2-yl)-2- 
pyridine carboxamide, 

3-(pyridine-3-yl-sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-suIphanyl)-N-(4-methoxymethyl-thiazol-2-yl)-2- 
pyridine carboxamide, 
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3-phenyloxy methyl-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazole-2 yl)-2-pyridine 
carboxamide, 

3 -phenyl sulphanyl methyl-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-phenylmethyl-6-(4H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide, 
3-(4-fluoro- phenyl methyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylaminoethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminomethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suIphanyl>N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphanyl)-N-(thiazol-4-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylcarbamoylmethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl) -6- (4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(4-hydroxyethyl-thiazol-2- 
yl)-2-pyridine carboxamide, 

3 -(6-methy i-pyridin-3 -yl sulphanyl)-6-(5-hydroxy-4H-[ 1,2,4] triazoI-3-yl sulphanyl)-N-(thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (6-methoxycarbonyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4] 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(pyrimidine-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(6-hydroxymethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yI sulphanyl)-N-(thiazol-2-yI)-2- 
pyridine carboxamide, 

3-[4-(l-methyl-pyrrolidine-3-yloxy)-phenyl sulphanyl]-6-(4H-[l,2,4] triazol-3-yl sulphanyl)~N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl>N-([ 1,2,4] thiadiazol-5-yl)-2- 
pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyI)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N- 
([1,2,4] thiadiazoI-5-yl)-2-pyridine carboxamide, 

3-(l-oxy-6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl>N-(thiazol-2-yl)-2- 
pyridine carboxamide, 
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3-(4-diemylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-pyrrolidino ethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-dimethylaminoethyl oxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl suiphanyl)-N-(thiazol- 

2- yl)-2-pyridine carboxamide, 

3- (pyrazol-4-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3 -methyl- 
[1,2,4] thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-carbamoylmethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(5-bromo-6-methyI-pyridin-3-yl su1phanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl su!phanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyi- 
[1 ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(pyridine-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]-thiadiazoi-5-yl)- 

2- pyridine carboxamide, 

3- (6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl su!phanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [5,4- 
b] pyridine-2-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[1 ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,5] thiadiazol-3-yl)-2- 
pyridine carboxamide, 

3-(2,3-dihydro-benzofiiran-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl>N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methoxy-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-[3-cyclopropyl-[ 1,2,4]- 
thiadiazol-5-yI]-2-pyridine carboxamide, 
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3-(4-dimethylaminoethyl oxy-phenyl sulphanyI)-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphany l)-N-(3- 
methyl-[l,2,4] thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(2-fluoro-pyridin-4-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(2-memoxy-pyrimidin-5-yl sulphanyl)-i6-(2H-[ 1,2,41 triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[l,2,4] triazol-3-yl sulphanyl)-N-([ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-hydroxyethyl oxy-phenyl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3 -methyl- [1,2,4 1- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-diethylcarbamoyl methyl oxy-phenyl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol- 

2- yl)-2-pyridine carboxamide, 

3- (6-cyclopropyl-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(pyrazol-4-yl sulphanyl)-N-(thiazol-2-yl)-2-pyridine 
carboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-dimethylamino sulfonyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (5-fluoro-pyridin-3-yl sulphanyl)-6-(4H-[l ,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(2,3-dihydro-benzofuran-5-yl sulphany l)-6-(4H-[ 1,2, 4] triazol-3-yl sulphany l)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-([ 1,2, 4] triazine-3-yl)-2- 
pyridine carboxamide, 

3-(4-carboxy-phenyl sulphany l)-6-(5 -methyl- [ 1,2,4] triazole-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4 1- 
thiadiazoI-5-yl)-2-pyridine carboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(pyrazine-2-yl)-2-pyridine 
carboxamide, 

3-(imidazo-[ 1 ,2-a]-pyridin-6-yl sulphany l)-6-(4H-[ 1 ,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1 ,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 



©Rising Sun Communications Ltd. 



http://www.risingsun. co. uk 



WO04/81001 



190 Caution : Translation Standard 

is Post-Edited Machine Translation Standard 



3-(2-methyl-pyridin-3-yI sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(thiazolo [4,5-b] pyridine-2- 
yl)-2-pyridine carboxamide, 

3-(5-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4,4-difluoromethyl oxy-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(pyrazine-2-yl)- 

2- pyridine carboxamide, 

3- (6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l-methyl-lH-[l,2]- 
pyrazol-3-yl)-2-pyridine carboxamide, 

3-(6-hydroxyethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-fluoro-phenyl su!phanyl)-6-(4H-[l,2,4] triazoI-3-yl sulphanyl>N-( 1 -methyl- 1H-[1, 2]-pyrazoI-3- 
yl>2-pyridine carboxamide, 

3-(2-methyl-imidazo-[l,2-a]-pyridin-6-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3- 
methyl-[l ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-hydroxymethyl-[ 1,2,4) - 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-[4-(2-hydroxyethyl)-phenyl sulphanyl]-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl- 
[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(6-methyl-pyridin-3-yl sulphanyl)-6-(5-hydroxy-4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3-methyl- 
[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(l -methyl- lH-indazol-5-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphany l)-N-(3-methyl-[ 1,2,4 1- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(3-methyl-[l,2,4]-triazolo-[4,3-a]-pyridin-7-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl su!phanyl)-N-(3- 
methyl-[ 1 ,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(l-oxy-6-methyl-pyridin-3-yl sulphany l)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3-methyI-[ 1,2,4]- 
thiadiazol-5-yl)-2 -pyridine carboxamide, 

3-(6-hydroxymethyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphany l)-N-(3 -methyl- [1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphany l)-6-(4H-[ 1,2,4] triazoI-3-yl sulphanyl)-N-(l -methyl- 1H-[1, 2]-pyrazol- 
3 -yl)- 2 -pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridine carboxamide, 
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3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[ 1,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-[4-(lH-imidazoI-l-yl)-phenyI sulphanyl]-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(3-methyl-[l,2,4]- 
thiadiazol-5-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazoI-3-yl sulphanyl)-N-(lH-[l,2]-pyrazol-3-yl)-2- 
pyridine carboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l-memyl-lH-pyrazol-3- 
yl)-2-pyridine carboxamide, 

3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol-3- 
yl)-2-pyridine carboxamide, 

3-(4-methoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l -methyl- lH-pyrazol- 
3-yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4,5-dimethyl thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4,5-dimethyl-4H-[l 12,4] triazol-3-yl-sulphanyl)-N-(4- 
methoxymethyl-thiazol-2-yl)-2-pyridine carboxamide, 

3-(4-(l-methoxyethyI)-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, 

3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1 ,2,4] triazol-3-yl-sulphanyl)-N-(4-hydroxymethyl-thiazol-2-yl)- 

2- pyridine carboxamide, 

3- (4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(5-trifluoromethyI thiazol-2- 
yl)-2-pyridine carboxamide, 

3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-trifluoromethyl thiazoI-2- 
yl)-2-pyridine carboxamide, 

3-(3-fluoro-4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(thiazol-2-yl)-2- 
pyridine carboxamide, ' 

3-[4-( 1 , 1 -dimethyl- 1 -hydroxymethyl)-phenyl sulphanyl]-6-(4H-[ 1 ,2,4] triazol-3-yl-suiphanyl)-N- 
(thiazol-2-yl)-2-pyridine carboxamide, 

3-(3,4-difluoro-phenyl suIphanyl)-6-(4H-[ 1,2,4] triazol-3-yi sulphanyl)-N-(l -methyl- lH-[ 1,2] -pyrazol- 
3-yl)-2-pyridine carboxamide, 

3-(3,5-difluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-( 1 -methyl- lH-[ 1,2] -pyrazol- 
3-yl)-2-pyridine carboxamide, 

3-(l-methyl-2-oxo-2,3-dihydro-lH-indol-5-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l- 
methyl-lH-[l,2]-pyrazol-3-yl)-2-pyridine carboxamide, 
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3-(6-methyl-pyridine-3-sulphanyl)-6-(4H-[l,2,4] triazol-3-yl sulphanyl)-N-([l,2,4] triazolopyridine-2- 
yl)-2-pyridine carboxamide, 

3-(4-ethoxymethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl su!phanyl)-N-(l-methyMH-[l,2> 
pyrazol-3-yI)-2-pyridine carboxamide, 

3-(6-oxo-l,6-dihydro-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-( 1 -methyl- 1 H- 
[l,2]-pyrazol-3-yl)-2-pyridine carboxamide, 

3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(lH-[l,2]-pyrazoi-3-yl)- 

2- pyridine carboxamide, 

3- (4-hydroxyethyl oxy-phenyl sulphanyl)-6-(4-methyl-4H-[ 1,2,4] triazol-3-yl sulphanyl)-N-(l-methyl- 
lH-[l,2]-pyrazol-3-yl)-2-pyridine carboxamide. 

16. The compound which is 3-(4-methoxy-phenyl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl)-N-(thiazol-2- 
yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

17. The compound which is 3-(4-fluoro-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N- 
(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

18. The compound which is 3-(4-methoxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N- 
(4-methoxymethyl-thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

19. The compound which is 3-(4-methoxymethyI-phenyl suiphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

20. The compound which is 3-(6-methyl-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

21. The compound which is 3-(hydroxyethyloxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(miazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

22. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3- 
yl-sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

23. The compound which is 3-(4-hydroxyethyl-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 
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24. The compound which is 3-(6-methyI-pyridine-3-yl-sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(4-methyl-thiazol-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

25. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
sulphanyl)-N-([ 1,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

26. The compound which is 3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-([l,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 

27. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(5-methyl-4H-[l,2,4] 
triazol-3-yl sulphanyl)-N-([l,2,4] thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

28. The compound which is 3-(4-dimethylaminoethyl oxy-phenyl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl 
sulphanyl)-N-(3-methyl-[l,2,4] thiadiazoI-2-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

29. The compound which is 3-[4-(2-hydroxyethyl-phenyl sulphanyl)]-6-(5-methyl-4H-[ 1,2,4] triazol-3- 
yl sulphanyl)-N-(3-methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically 
acceptable salts thereof. 

30. The compound which is 3-(6-methyl-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(3-methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

31. The compound which is 3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(3-methyl-[l,2,4]-thiadiazol-5-yl)-2-pyridine carboxamide or pharmacologically acceptable salts 
thereof. 

32. The compound which is 3-(6-ethoxy-pyridin-3-yl sulphanyl)-6-(4H-[ 1,2,4] triazol-3-yl sulphanyl)- 
N-(pyrazine-2-yl)-2-pyridine carboxamide or pharmacologically acceptable salts thereof. 
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33. The compound which is 3-(6-methoxy-pyridin-3-yl sulphanyl)-6-(4H-[l,2,4] triazol-3-yl 
sulphanyl)-N-(l-methyl-lH-pyrazol-3-yl)-2-pyridine carboxamide or pharmacologically acceptable 
salts thereof. 

34. The compound which is 3-(4-methoxymethyl-phenyl sulphanyI)-6-(4H-[ 1,2,4] triazol-3-yl 
su!phanyl)-N-(l -methyl- lH-pyrazol-3-yl)-2-pyridine carboxamide or pharmacologically acceptable 
salts thereof. 

35. Medicinal composition formed from the following (l)-(3) used in order to treat, prevent, and/or 
delay the onset of type II diabetes 

(1) a compound represented by (I); 

(2) one or more compounds selected from the group comprising (a)-(g); 

(a) Other glucokinase activator. 

(b) . Bisguanide. 

(c) . PPAR agonist. 

(d) . Insulin. 

(e) . Somatostatin. 

(f) . a-glucosidase inhibitor. 

(g) . Secretion promoting agent of insulin. 

(3) Pharmacologically acceptable carrier. 

36. A glucokinase activator containing as an effective component, the compound in accordance with 
any of Claims 1 to 34. 

37. A diabetes mellitus therapeutic and/or preventive agent, containing as an effective component, the 
compound in accordance with any of Claims 1 to 34. 

38. An obesity therapeutic and/or preventive agent, containing as an effective component, the 
compound in accordance with any of Claims 1 to 34. 
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